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X i lcti[^"C$>&o M.O.Dayhoff, Atlas of Protein Sequence and Structure, Vol. 5, 1 
01~ 11033 X ^Supplement 2~Vol.5, l~10(National Biomedical Research Foundation 

ftjgtffcH K T 9 >f ;* > hSrtofti^, ^*t£>?)T^ y Mfr5<y/o&±m—x:'&tu±\ X 

0$ l < \±fflm-e&&o mm r*h£i-aj n, y y Kge^ja*, ?n 
j (4 , ffl«@s?u a<#m vtf KBa^d * (4 t , 

^i-afcfe^^KJffl^-C^ffl^Ao V*^KE?!l TTATACJ fi#MBB?!l l~TAT 

ACJ |:^|£L, TCTATAJ kfflm#)X$>& 0 
[ 0 0 5 5 ] 

n^*ctffln: r#iE3?ii j , r jt« * y > k * j , rEsni fwj — i-^j , rse^j iwi - 
t^ffl-^j > nxv r*®stj[^-i4j o r#m@e^iij (4, mMJt&vf^-xt itti? 

^ftcDNAi fcJijl^^EyiJ^-b^pl > F^moTJ: < , $>&VM4^ftcDNA£ fcfiflt 
fej-nm *&ttZk % Z> o -j&fc , #MSB^iJ 1*4? ft < fc >b 18 y * 1/ * F 4 £ (467 
^ yfSti 19 , Ltf Ltf^ft < t &24^ y u^-^ K4fci±8r ^ ytit^ 19 , 4^4 < 

t i>4&% y V^-^ 14167 5 yf|^4it#V\ 2oco#U ^ y Kit 

(4r 5 y msssnm-eti^tu (1)25*^ K^smtT^&Kmi- ^a^u** 

RBe^JUB-CS^HMft^Be?!!*? ^K^tri *><z>TN 2o(&& W4^ti£@x_& 

)^Wco@d?!lJt^i4, 2^(7582^11 S: nt«?-f > F^J "CMfctSELT, BB3WMILT^ 

&mm [itm^>-( > k^j (4, t^isoo^^^ v^-f-mf s fcti6r^ ymco 
m^±^-fe^y > r *J8L, *° t ; y y v^-^ kbe^j* fciir^ y m@£^(4, >a?4<fc>bi8 
^ ^ ^ k s t4 6r ^ y m@E^ij <D&mnzm t itm-r & - 1 * s -c ^ > it^ ^ > 
K^tf^^ 1 ; y y u^-^ KEysio— gush*, 2o(7)MB^i|c7)ftigftr 7^ y > ym<D^mM 
mcnmttzitx^^t^^kmmLx, 20,*- ymr^Hm, w&%fc 

ftig > Mi, Smith^J; Wate rman, Adv . Appl . Math . 2 : 482 C1981) cd jjf +g [w| -ft 

TJWjXACioT, Needl eman^ J; C^Wunsch^ D . Mol . Bi ol . 48 : 443 C1970) CO +g [wj f4 T 9 
y > hT^^'J^ACiot, Pearson^ X O^Lipman^ Proc. Natl .Acad. Sci . CU.S.A)85: 
2444Cl988)co0ia ; l41tSfe CioT, £ *L <0 T ;V =f 'J X A «Q 3 > tf a - 9 KX 2> \Z 
JloTCGAP, BESTFIT, PASTA, $5 X W TFASTA in the Wisconsin Genetics Software Pack 
age Release 7.0, (Genetics Computer Group, 575 Science Dr, Madison, Wis.), Genewo 
rks, £ fz (4MacVectorv y h y y fr - v)> * & (4iS^tc J: o Tfr ^ 

, ^ ^"f«iaoT4C4, *^o77^ y y hCi-ft^b*,, 4ti^^^ > 

[ 0 0 5 6 ] 

ffli rss^o m — ttj (4 , 20 ^ *° u ^ v ^ ^ K ^ tz (4 r ^ y mnm ^r/F 
'JKNlLTra- T*4tt ^fti^-r^ Ci-ftfc>^> y y v^-^- £i4£ts^j£fc-e) 
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mm r*feti^-ttj ti, yy k4 tz\tr^ y mse^jcottS^^L, 

K4 fctir ^ y < t &isy y v^y- kc6t ^ j mfcw^itmv 4 > k 

^ , L if L tf^* < t 24-48 ^ V^- + KC8~ 16T 3 y BOtefiO ^ -f > K <y <0#J?SJB 
^ijtltf LT, < t i85^-^>- bcoSS^-f^ S?4 L< I4^& < t fc90~95/f- 

BB2f!ira— 14(75lS^J±, ^4fcti#iD*-^tpBT^56 s afei9. itiSc y 4 > K y <^#fiK 
BBSW^ft20/^ -tr > h UToffi^iJ t , #MSSyiJ £Jttsei- iitiiio Tftlf-r s 0 #hs 

[ 0 0 5 7 ] 

|^^ 0 Immunol ogy-A Synthesis (2d ed., Golub, E.S.43 J: CFGren, D.R.eds., Sinauer As 
sociates, Sunderland, Mass. 1991) £#BB CO £ t 0 20co^^coT 5 y ^c03a#M j [£#:(^!I 

^y^JV^^-f, e -N,N,N- h'J^f JV'Jy^, e-M-T-bf ^'J 0-*^jf;-fciJ 
y, N-r-bf iV'Jy>> N-?Jov^ ;vy ^f-^zuy^ jvt^f yy, 5-tFn^fy'Jy 

a-N-y fjV7iV^>> 45 it^fifecolWI^coT^ y ^43 4 CM 5 y B£(Mx_tf4-t Kn 

[ 0 0 5 8 ] 

RISK, fifel'0^L^v^l»9 14, -##£#ij y KBS?f!l^^SfS^5'jjg-C2fel9 ; 

h 3 'MK&&r zow&jkd Meruit rr^se^jj tn?^ 0 

[ 0 0 5 9 ] 

y ym:^M^#it^f$ffli-&y 0 ny'9AGAP4^{4BESTFIT^f J- J: oT, SiS^ 

mcoSf4^ i ;-yy> r?^>, n^y>, 43 ic^y vuy «9 ;llJffi^^ 

r^ym^)S(4, 7i-^r9->, fnw, 43 <t ^ > y y° y 7 r y -c* 19 

i££^Tl-£ 7 5 y Mcr)St4, 'Jy>, r;v^->, 43 4 C^tXf v ^ ;43 4 V s 4 * 

^^flJ«**1-4T^y*^Sti, v'X-ry ^434 O'y ^^--^-CJfeio 0Jtv>«# 
7^y^c^fi^^X^4^ /tij y-ny ->>-y v ny 7x~jP77->-fny> 1 u 
v>-7;v^"-y, 7 7->-^'J>, ^v^ryi-T^^?^^^ 434a ? 7y.^9^ r 

[ 0 0 6 0 ] 

* TO«-Cf& tii^C, 4 (4^^ ^ a y t; y fr^. co 7 ^ y m@By*!j CO *> -f & 

-fht4. ^mmmKmM-r^^^MKX ot^j ^cot tr^ia$*L* 0 fc*fu 7^ 
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j mmqvmtibK < t *> 75%, ^jiik < t &so%, 90%, 95%, & x &m 

y, :/n<jy, 7x-*T7- , / 1 y^^-->, > 'J y h 7 r > J: 0 ! C4)^tffiflitt= 
^'Jy>, T*/"^3r>\ ->7<7M>> -tt T J>, — ■f-uz^x^y 

r < U - C^ltUio «t Lv>-7 r 5 U - liJ^TcDit <9 :-b'J >is J: u 

*~>fi]|gjffi$|t Fn^7r 3 'J ;T7U^ 3f <fc TfiTfy* 3 >JiT3 

'J-f*i3;^o7i^75-V, hV7°h-7T>> £ J: [Ff nyy(i^fl7 r 5 U 
|WI#<7>©$M±, W s 7!/-i.7-^^^075 7ltl±PI#^V>J|^|i#i: > £fi£ 

#«Hi*faai-&o *n:#i^{±^^n^ij >^<^>»f>T-4 £j4ml#{a, stttaot 

cience 253:164C1991) 0 Lfc^oT, M&CO J: o T, ^it^i, #&(P!K#lv>fflfiit:i3 



7 5 7i»\ aEJiJtfC^StS^'J ^ y 7^ilLfc »j , *4v>(iaE^rjS:#Sfc# 

^7°<f- F^#zMt&$3 X Zf=.%zMi!k<Dffll$^ Proteins, Structures and Molecular Princip 
1es(Creighton,ed. , W.H. Freeman and Company, New York 1984) introduction to Prote 
in Structure(Branden, C.and Tooze, J.eds., Garland Publishing, New York, N.Y.199 
1) ; is X unTiorntonftf}, Nature 354: 105C1991)tti Kt^W. £ tlT ^ & o 



cDNA@s^y s * @s^o ^ (onm-t & t m - -c* & # 'j ^ 7/ ^ k * m-r « if m- fi*a 

fi, ^ft < £ t>5, 6, 8$ fc(il07^ 7 11, 0iL< (44?^ < t ^14T^ 7f|, «t V) 



[ 0 0 6 1 ] 



[ 0 0 6 2 ] 
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TX-<DMCP-lt C2)Jg-eO)S:MCP-lj|e#4:ia#i-&t6^7, 4 £J4(3)in vitro 

ifcliin vivo^CDMCP-l^mWia^if^l^ia^-r^t^^^r-l-^, < t &25^cr>T 5 
y m^-t^p? > T^kflSfifcSft*, F^^-To HMift^f4, # 'J ^ KSiR 

[ 0 0 6 3 ] 

^y°^ FMW*J4, mm^-fi- V<D'\£MtMU<v , feM*#-r&$^<'7J- VMM t Lt, 

«#:J r^y^K^^#J tD^tm&o Fauchere, J. Adv. Drug Res. 15: 29(1986) ;V 

eberjs «fc i^Frei dinger. TINS p. 392C1985) ; £ 4 O^Evansfft, D .Med.Clem. 30: 1229(1987) 0 

S»**fcJi^E&S»**4*m^ifcA s ^S*o ~m^-zr^ FlMIt leW^^^KC 

itftH'MLT^S^, lot fcli^SfcO^^ Kft#-C*-o*C, — CH 2 NH — , — CH 2 S— , 
-CH 2 -CH 2 — — CH=CH— (v XjSi^fyV^X — C0CH 2 — , — CH(0H)CH 2 — . J3 4 Tf—G\ 2 

4 oTi4fi^£ ti/c^yf- K^^ttS 0 3 7>m-m<Dl-z>t tz l$M$C<D T 5 7 

£n £> tl T V ^£ ^ K 4 o T (Ri zois J; £FGi e rasch Ann . Rev . Bi ochem . 61 : 387(1992) ) ; ft) x_ Sdf 
[ 0 0 6 4 ] 

^*SL#<0»fSf«j4 7t»i^6<j*3l|f^J: ot4in o *&^»fM-t(i, Fab. Fab\ F(ab' 

) 2> F V> is iwim^o r-a^msu ifcia r-«'[*j fiu#^<^fit#fi, 

§#<7>S£, (in vitro(7?M^|±^T v -fe-f Tl£LT)^^ < i: &^20%, 40%, 60% t tz 

(480%, § t,\z* ^mi%imtt%*nx--i:i&T2^z> mM^^t^m^comm^ 

[ 0 0 6 5 ] 

tt#?>^ >/^y HjLM^^S^^-tfo ^tr h -7 t iniJI^^Sf4ii^> 7?yil 

J:tMI»^If!|tt^Iftt4o #l#}4, J8*$SS:5&*1^ M&T\ #Fi L < f4100nMM 
T> £4 CflftfcjJS L < (410nMJ^TT^S t > Sulgi: #^69^*1^2, f^tLtv^ 0 
[ 0 0 6 6 ] 

fflis rt/HJ f4, itmt&mvm&m, t^(4^t/t»fi 

[ 0 0 6 7 ] 

*mmm<vn#)<v rflm^*aj 4fct± ristj (4, **4^(4^^#^-r&Mcp-i 
©i^fgt, r^^/^^S'Ej (4, ^^s^ax^^^-r^Mcp-i^ij^y 0 ^- k^4o 
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)*»U Rfe&^ifcJ f&1£l4, **4 £t4^£K«i-&MCP-l*°y ^:/^ oT^ 
[ 0 0 6 8 ] 

*«^l»4fctia5£Ctf;T)3*L*o & AC @EK|g#*# Ltv^ A> £ 

[ 0 0 6 9 ] 

y^, J r^r, <y^\ »fo ttfLHi 

[ 0 0 7 0 ] 

4 (43L-S ^ n y U > 4 ir<7> * > rt? M. ; *° 'J tf - ;v e n 'J K > & fc^ fl/jctt* 0 'Jv-;^ 

r^^^^>, r ;v ^ ^ > I a 'J y > ^ r ^ i ;f I, — 
icsas« ) & t*<D#4 * y ^mmwsm & 0 

[ 0 0 7 1 ] 

iivffc^vM >-e#Htrr& £ t k «t or, -ett-rtL^io^inUi^^isfe^^-i-^ rFab 

[ 0 0 7 2 ] 
[ 0 0 7 3 ] 

tfi^S^jDi^itiaoT, FabiffrfiFab'ifM-t {i^^^> fc^t F(ab') 2 irL 
[ 0 0 7 4 ] 

3- y-c— as^4fc»±^#^fifcS*LfcHffid**&o ^-^^^*it^l-c(i, »ctSC 
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jSJScHffl, *S#lff&4, 275, fEfcS ifcjfc & <?5 * ffc ^tf o 
[ 0 0 7 5 ] 

[ 0 0 7 6 ] 
[ 0 0 7 7 ] 

f*4 7tf±^lt1«ffiC^!l^tf\ 3 H, 14 C, 15 N, 35 S, 90 Y, "Tc % "'In, 125 I, 131 I), & 

^timc^ix.«\ fitc, n-^^>, M^^'tt^^^- kx gsfcsmfcCflix-tf, mnu 

■^tf^JV^-^rv h\ p-jf<5? h >-^--tr, JVy7x7-t\ 7 JV * U ^ ^ 7 T ^ - -If), 
lt:^l«K> fcT**--;v£, i2<7) 1/*°^ ^ - i: J: oTEl? ti^3rg^)*" 'J ^ K 

, iftk/itft-liGRfcftfc^o gfco55*<^jfc^!$-Cfi, ^Sfe 

£ «o 
[ 0 0 7 8 ] 

The McGraw-Hill Dictionary of Chemical TermsCParker, S., Ed., McGraw-Hil 
1, San FranciscoC1385))t ±oTffil^S*Li «t -9 fc, ^ t-*»t*^<^«MffiJ-^ 

[ 0 0 7 9 ] 

£)@X_£, ct L < t±&l85%, 90%, 95%&J;cF99%£@;tSifll^£M-r& 0 

[ 0 0 8 0 ] 

mis rm#j i±, t r£«fca^»&]&#£^tr 0 

[0081] 

Da)£ .tCH/cxo rSJ ilC^50~70kDa)^^Ti-^ o -tfr-Ftl <0«<a T 5 7 ^ 
Jg@«fe*±^fi 1 *^100~ 110J^_h <^>T 5 V m?)t>r^fIiffe£^tro Ztl^fKD&V* JV^^r 
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V?4 y^tt-ettlgM, IgD, IgG, IgA, is J: ZflgEb LT^^t^o 6Mi3 J: c^MM* 

LT&t?, MMf±&jlOf@£j®x_& T 5 ^ TDJ HM^fro Fundamental Irrmunology 
Ch.7(Pau"l, W., ed., 2nd ed. Raven Press, N.Y. C1989)))^|JB&Stl^#M^) - t 0 ^tt^ 

[ 0 0 8 2 ] 

LTt:, itmm&ffZ tifcy V- A 7-^#|ii£(FR)<7), — <^—& If $g£j^-r 0 ^-ft-T 
tt^^<7)2o<75ili*c7)CDR{± > "7 V- A 7- ^«©£< K — gim&UN tgwxi; h 

1, CDR1, FR2, CDR2, FR3, CDR3£> J: FR4£^-tr 0 T 5 7 ^GD^ fl^fKO V * 4 >^<D^ 
^^TJi, Kabat, Sequences of Proteins of Immunological Interest (National Instit 
utes of Health, Bethesda, Md . 1991) (1987) , $ tz t±Chothia£ X CPLesk, J .MoT .Biol .19 
6: 901- 17(1987) ;Chothia#, Nature 342:878-83(1989)^^^^^^ 0 
[ 0 0 8 3 ] 

4 li Fab' tfW S * &#fict~ «t o T £ £ & o Wit «\ 

Songsivilaiis <t riFLachmann, Clin. Exp. Immunol . 79: 315— 21(1990) ; Kostel ny#L J.Immun 
ol. 148:1547- 53(1992) £#HS<7) £ t Q ^S##M'«#<7)M fi, fl£#<e>K>fcO£jjJS Jt 
ft-*"* t , ffi^6*J^*I^^^n-fr^-e^^ BTteted** *) , Mis <t tfttJ&fi-m#Mafi; 
#<t IJ-j&fcteHo ^fi#^t«#(±, lo(7)^^jfi:^^-i-^if>t(Mx.(i\ Fab, Fab' 
, £ i 0 ? Fv)co^"e(i^L^v^ 0 
[ 0 0 8 4 ] 

iot, jjt#<^ffl^^^*^*)^t)^ tL^nrt^tt^* 19, &&WiM#n J:&^jL#:^;:2ti- 
[ 0 0 8 5 ] 

4^T^So M)x.fi\ hStftjtteXffife / C @fift^lf5T-ffi^245kbfe <t C/190kbc7)^; 
§S<^^ja?^»f>T-*^tr, XenoMouse(^^^)-7^^fi, Greenffi, Nature Genetics 7: 
13- 21(1994) fp HfE«?tVTV^ 0 Green{fi<7)jr#{4, ^tl^rtht YM&i&fc^&iS XV 

t h*TL#:(7) V/^- > y - ^aSAi-S iti "CJa^o fc 0 Mendezjt, Nature Genetic 
s 15:146-56(1997), is X 6^1996^ 12 H 3U K HjM Zfifz^ *S#lf mfl5|08/759, 620^- 

»?*LT^4C2(XXl^U^30H^ffi®?*Lfe, ^ @#lf 60/334, 508^-) o $ fe IC, # 

^fccOT-f V ^>f y°*fk^&-t, XenoMouse(^^fI)^^X^#M$tiTV^(^lJx.fJW000 
/76310^#M) o )fenoMouseCS»iffi*)^ttli, Abgenix, Inc . (Fremont, CA)^feA^BT^ 

[ 0 0 8 6 ] 
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XenoNbuse0£MiO^^£fifct±. 1990^1^120 KlUMZ ft£*H#ff tfJfi#07/4 
66,008-5^ 1990^11jf 80 K {ii®S ft£*S#lt toSIfiS 07/610, 515^ 1992^7|§ 240 tC ft 
II? tL7t*H#^mil^07/919,297-^ > 1992^7^ 300 KitiM^ fltz to®£ ft*:*SI#ff 
tolI^07/922,649^-, 1993^3^ 150 K to® S tL^*S#^tBil^08/031,801^ 1993^8 
J! 270 Kto®£ ft/c If to® 1^08/112, 848-5§-, 1994^4^ 280 KtfiMS tl7^@#If 

to® 1108/234,145-^, 1995^1^200 to® £ft«g#Ifto®»08/376,279-^, 1995^4 
£270 KBSmZ *Lfc#g#ff ft® ^08/430,938-^, 1995^6^ 50 tffil? ft£*g#lf to 
®j|08/464,584-^, 1995^6^ 50 K&MZ ft£*g#If to®»08/464,582-^-, 1995^6^ 5 
0 K toll g#Bf mil^ 08/463 , 191^- , 1995^ 6^ 5 H K to® S fl tz ^ g#|f to® lf§ 

08/462, 837-5§-, 1995^6^ 50 K toll? ft*: * g# If to® ft 08/486, 853^-, 1995^6^50^ 
&mZ ft*:*g#frto®lil08/486,857^§-, 1995^6^ 50 llffll? ft*:7fcS#fr to®|l08/4 
86,859^-, 1995^6^50 I;: to® ?ft^*g#Iftoll»08/462,513-5§-, 1996^10^20 Kffi 
MX ft£*S#Itto®Sfl08/724,752-!§-, $5 X 01996^12^ 30 Cffil? tlfc^S^ffll 
ft08/759,62O#, & f> K^BWlf ^6,162,963-^, 7fcB#frft6,150,584l§-, ^g#Iffjl 
6,114,598^-, If &6, 075, 181-^-, £ X ^§#^5,939, 598^-, & 0 #@ 

# |f 3068180B2^§- , 0 ^ g ijf If 3068506B2^§- , jo J: O 0 * |g # If 3068507B2^§- "C, $ t, K 
froC£>ft^£ftT^& 0 Mendez#, Nature Genetics 15:146—156(1997), jo J; OGreen a 
nd Jakobovits J Exp. Med., 188:483- 495(1998) & #HB<7) » £ Q 1996^ 6jf 12 0 { Z # J£ & 
m 3 ft*:gfcJ+|#If EP463,151B1-^, 1994^2^ 30 K&§j§ $ ft£ H^#ff to®No-WD94/02602 
, 1996#10Jf 310 K &m £ ft£ g^#ff to®No.W096/34096, 1998#6£ 110 £^ $ ft£ 
W098/24893, 2000# 12 J| 210 \z & gg £ ft W000/76310 & #HS CO c\ b 0 

[ 0 0 8 7 ] 

GenPharm International, Inc. IVhfltte^&J 
HMLti^o /hjtfS^-ffi^fe-cfi, nHteigfltte^*, ig«f5^-«fe*co»f>T-(^l 

;<!{;£■?- )£^£« £ t KX -^XmffiL-t&o Lfc^oT, l-oifcJi«SfeoV„a^, 
lo lo*fcl±«Sfc<^3„3t^. ^Stt^irt, *3 J: ^2^56^ 

L < (iy ^^«)^, Sl^co#AffiC>«^#^#fifei-&o ico^teti, Surani 

c7) * g#If ft 5 , 545 , 807^- , & <b OHc ^ ft ^ ft Lonberg js =t a Kayv * g#|f ft 5 , 545 
,806i§-, ^g#If^5,625,825-^-, ^g#If ft 5, 625,126^-, ^g#|f ^5,633,425^-, ^ 
g#lf H5,661, 016^-, *g#|f^5,770,429^-, *g#|f H5 ,789, 650^-, *S#fF^5,8 
14,318^-, ^g#|f^5,877,397-^-, ^g#|f ^5,874,299^- & X 0*#g#ff ^6,255,458 

Krimpenfortis «t Be rns^. (75 If ^5,591,669^-^3 «t ^g#|f ^6,023.010^-, 
Berns^c7)^g#|f^5,612,205^-, ^g#|f ^5,721,367-^-, & X ^@#lf ^5,789,2 
15^-, ^ htfK Choi J: O^Dunn^ <D ^ g#If H 5 , 643 , 763-^f- , Genpham International^ 19 
90^8^290 Hffil? tt£*S#!f miIH07/574,748-^-, 1990^8^ 310 Hffiffi^ ftfc^g 
#lf tolIH07/575,962#, 1991^12^ 170 K tB® S ft^^@#?rmffi»07/810,279^, 19 
92^3^18 0 HtBg? tt£*g#!f ^07/853, 408^-, 1992^6^230 ^ffiJKS ft^*g#If 
^11^07/904,068-^, 1992^12^160 ^ fl If ft® 1^07/990, 860^-, 1993^ 

An 260 Utoll? ti^*g#^toffi^08/053,131^-, 1993^7^220 |:fUI$ ftfc*g#|f 
W11^08/096,762-i-, 1993^11^ 180 ^ to®? *L*:*B#lf &MI08/155, 301-^-, 1993^ 
12^ 30 K toll? tL^*g#^to®^08/161, 739-^-, 1993^12^100 ^toll? ft^*B# 
If to Mm 08/165, 699-^-, 1994^3^90 ^to® £ tifc*@#lf tollH 08/209, 741-^-^ H|2^ 
$tLTV^ 0 gfc'JM#|f 546,073B1-^-, @^#If tollNos .W092/03918, W092/22645, W092/22 
647, W092/22670, W093/12227, WO94/00569, W094/25585, W096/14436, W097/13852, is 
X 0=^098/24884, ^ h Xf K ^g#^^5 ,981, 175-^- 2b #HS<0 Zt 0 Taylor#(1992), Chen 
#(1993), Tuainon#(1993), Choi #(1993), Lonberg#(1994), Tayl or# (1994)33 <fc tTT 
uai 1 1 on# (1995) , Fi shwi 1 dflfe (1996) ^ $ h K #HB ©it 0 
[ 0 0 8 8 ] 

Kirinfi, ^ ^ nffliag*^^ «t o T^fe#<7)^ ^ ^ if>t, * li^^^-fefr^A? 
fitz V 7, h CO t > fct#<7)^ ^ ^*WE LTv^o g^il^If to II ^77 3, 288^-^3 J: Og^-H 
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#fpmM^843,961-^^#HS^) £ t o 
[ 0 0 8 9 ] 

Li dak Pharmaceuti cal s(JSXenorex) t: f Ft~ftl« l ) > & 

Bfc«^xfi, ;fe^JH-e$!lTffrrs £ > bfcvftcojg^ib&s h h K^-^^tt^tt 

£^i"o *g#ff 115,476,996^- is X Zf%:mm^5, 698,767^* ^M<V t 0 
[ 0 0 9 0 ] 

ts^»*^Ti/>4o ^ 5fei;#i±t fstffi^ jo^x^ nmfgj££^r-rs^, # 

k^mZtl&o L£^oT, MCP-lUfcf-TS^t: f^MSftLT, HAIW4 ^{iHACAjft 
[ 0 0 9 1 ] 

iS^t j&'gyffS tl J: % fli }i\ Winter^ J; ^Harris, Immunol Today 14:43—46(1993 
), is <fc C^Wrighfrftfe, Crit, Reviews in Immunol .12: 125 ~ 168 (1992) £ #HSco £ £ 0 
<a#t#£jfi&X.DNA&8cfc «fc oTlfefl^jSaLT, CHI, CH2, CH3, t>y K^^f>, 
i3 <fc tz\±7 I"- & V - ? Y * 4 y * , ft)&-fz> t h @S?IJ Kgi^S i fc § £ (WD 
92/02190, &^mr*§#tm5,530,101-S§-, *g#frf£5,585,08*§-, *g#f^5,693, 
761-^-, ^@#ff||5,693,792-^, *g#ff |||5,714, 3504§-, is «fc ^5,777, 085-^ 

?M^d^ij >jtte^-£flit61-s*:£>GDig dattoofcmw 

, ^^If "Cftlktrr^S (Liuft&, P. N. A. S84: 3439(1987)33 «t O 5 3 .Immunol .139:3521(1987) 

) 0 mRNA(i, mfo*$L$L-f&^4 -fv v-^$tzi±m<D$m&frb&mL, ^n^wm lxc 

DNA££)£1-& 0 ^f^cDNAti, #Mfl9ft^9^7-S:l!!fflt£#'J J* 9 --if MSI MS K 
=t o TJ^ipM t t^-C iS Q£@#fffl4,683,195^- & «t O^S#fr ^4,683, 202^f-) o 

fS^f-^MS^U (±, Kabat'ftfe, [Sequences of Proteins of Immunological Interest] , N.I. 
H . publ i cati on no . 91- 3242 (1991) * "C j| *> i a*T £ * „ ^ Cmmfefc^ \t , £j tLT 

Lv>7M V 9 A -fit, IgGl, IgG3j3 <£ O f IgG4'C& S 0 r6«$£Hf^:tt<*>i/>-f * 4 

[ 0 0 9 2 ] 

Fv, FCab'XjsXZfFabft ^(DfjifoWtfte, «i If :/ n -f T - -if $ tz Mk&mWfft ^ <t * 

ft-*" So ^Jx.tt\ F(ab') 2 if>t^-g^^^- K-TS^r^ CHlK^^f 

^) t >® fc* ^ 0 
[ 0 0 9 3 ] 

[ 0 0 9 4 ] 
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%Ms<9 ^7^? K, l/fn-J^K, YAC, EBV^c^ t: y - A & 

XT ? -ty°? -ffi>&<7>m, teXtft hCHo.^ y > + y°y-f ^IRi^-efefe^S 

fi , LTR, f!) x_ «'SV-40^Ji| (Okayamaftfe , MoT . 

Cell. Bio. 3:280(1983)), y y ^ ffcUgy 4 )VX LTRCGormarrftfi, P.N. A. S. 79:6777(1982)), 
j3j;^n^--^X^ ^ifn.^^^ ^XLTRCGrosschecn^, Cell 41 : 885(1985)) , 

[ 0 0 9 5 ] 

^y:/v-, y tfty-Arv *yv-£#Rg^iftH'^>7tTV ^y°v-M^ta, isir^a 

fi, a5Hlf-CJ: <Sn^tLTV^^^-e^>^ 0 Wrights «£ ^Harris, ±12, Hanesis J: t^Plu 
cthau, PNAS USA 94:4937- 4942(1997) CU sJ? V - A 7* 7, y° V - ), Parmleyis «t CJ 5 Smith 
, Gene 73: 305- 318(1988) (y 7 - ^ y° 1/ - ), Scott, TIBS 17:241—245(1992), C 

wirlaffe, PNAS USA 87:6378-6382(1990), Russelffe, Nucl. Acids Res. 21: 1081- 1085(19 
93), Hoganboomfffi, Immunol Reviews 130:43—68(1992), Chi swells X. Z/McCafferty, TI 
BTECH 10:80-84(1992), & «£ ^§#^^5,733, 743^- 0 f ^T'lz-ftf ^ttMLt, 

[ 0 0 9 6 ] 

itL^f^HIMLT, MCP-l^Mm, MCP-1£#, ^o^c7)^<£>MCP-l, ^c7)aifc: 
^a#fF^5,703,057^-^#M<7)i fcX #Mfcl±&fc, tc^|£»L^^ 

[ 0 0 9 7 ] 

»Lfc 0 U:^ot, ic75 «t 9 ^77 *»±, >^3S^nyi) yfrf-is i^#^4It 

Lv^ffiJfcSBli, 1996^12^ 3H H ffi® StLfc^gifiFl^tfJS^O 
8/759,620^-, £ J: £/1998#6j| 110 $ ftfe Hl&#^ ftllNos .W098/24893, £ <fc ^20 

00^12^ 21 H K $ tL^:WD00/76310cp Hggj^SflTV**,, Mendezjfc, Nature Genetics 
15 : 146- 156(1997) & #BB<£> £ <h 0 
[ 0 0 9 8 ] 

*0JM«Kf5«i-&fct#{i, t hMCP-i^^-i-s^^n^M'r^jtfr-e^^o s&fc, & 

K>£fl<jKHStffl3i*LT§TV»4 0 itlf><7)^a, ^ftt; h MCP-l(hMCP-l) ^ >MCP 
-l(bMCP-l)(Vieiraji, Braz. D.Med. Biol. Res. 21:1005-1011(1988)), h MCP-loD-^gg^ 
y^ KCl~34i 7tfil-37)(Visser#, Acta Endocrinol .90:90- 102(1979)) ;Logue^, 3. 
Immunol. Methods 137:159-66(1991)), £ «fc J^hMCP-Kl-lO), hMCP-l(9— 18)|3 J: t^hMCP 
-l(24-37)co#Efct^^7°^ K(MAP)^fflv^^^^^:^^^-e\/^ (Magerlein#, Drug Re 
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s. 48: 783- 87 (1998) ) 0 £ ft t, <D^&K «t o T\ t h ^Jjf^JS L£#L#^£fi)c $ *L4 £ t 

gt-i.©«^-&o L^L3X s t>, BradwellftU(1999)ti, t hMCP-lCl- 34) t *J ->MC 
P-l(l~34)W\P£)fJ|-^ > #cfc hMCP-l(51~ 84) t bMCP-l(51~ 86) fct4th MAPis «t 

t, MCP-lHM-rSBffll^^^'te^#-r^lSI^> tit^ot^t^^IiELTt^o 
[ 0 0 9 9 ] 

^Kffl^fcSaStt-fc^&fcKff-LT, hMCP-ir«-i-&B5»ifl&<^*^*jaiilL, fcfctf 

fcf&Sfc# iO^BfffljfefcjgLfc^^t: h^y ^ n-^jMgvfcSr^J&lXco XenoMouseC^^ 
|S8!)SM&*. MCP-lChMCP-lCl~34)^ J:^rMCP-ia~34))^^^-7 ,> ^- KfrfflHT&ggL 

SJ: <«fflS*T-T|iT^i^e>-C*a (Vissenftfe, C1979)) 0 SfeU, * X 5 MCP-lcf) NX3?ra 
(X hMCP-lC85%[WI— )*3.fctf9 7 >MCP-lC9150t*^^E5-##^tLT\/^C0-e, ^XX 
KOJfcB^ii:*, ^fM^ «t o T*X ^ MCP-lfcfcf-T * BM,co*#'ft£#X£ tztb<r>fti& 

*l£,<75^XX Ktiv^T fife 3r-*-;v U >^ y h^*^7->tifg^Lti3 y) , 7 0/f > 
[0100] 

o ? ft^-f XU K^^ftHS^*** U -~>X£J: tfSHRLT, ^i^#L.!iU'#M 

i$£in;#££j£L*:, M^J K-TjBHJI&MS:ra^Lfco #W*BI#-CI;j\ MCP-lK#Mift 
&fcvft££j£X£#ik<?vW XV F-vtt^(7)4S?:fEStSo $ tX ££>J:9 s 5:#l 

^ k j: o t ^bjc ? ft & m^mw * ^ k. & o 

[0101] 

«Hia*^^fifcS:^->t4o ffitf^JftBSBtt, MCP-2, MCP-3, *3 J:j/MCP-4^^7t^(7)MCP-l 
MCP-1^3 J; z^X .x go MCP-1^- n y n X , 3EKM~ti>, & in/ft?) fef h - X£ $ t> K v 

j£ 3 *l * #l # <D #m * ^ x. £ o 
[0102] 

117 7 - t s5*-C § & o fJx. «\ CD19+B$0|^^ii^XenoMouseCS«mi)v ^ 

ffli&±»a*<7>gi;^Sr, MCP-l^M^^X^M'tt^^LT, ^v^-CELISAHJ; o 
^ 'J - - > 7-fZ> o ±m MCP-lco »fM- Hfri-fc&j&R&tefc HI L X ^ ^ U - - > X 
LT, Hlatl: hX^Ed-O, ^t>ffC7 y bMCP-ljs J: O^'i'XcoMCP-l^-n vnx> 
MX-&> S&iSMfcO^tf h^X^r^ fiKv? i; >71T, ft^^SJS'te^^^X^ 0 

X9-^T^-tr^ (Babcookfi , Proc . Natl . .Acad . Sci . USA, 93 : 7843- 7848(1996) ) % mm 

SRBC)-cab Sit i L 0 S i£<0^3£X o X 'J > is «t £ X y X v<BW& 

$"g-tf>Bffl|^t#!^c7)#^T-e{i> 7 , 5-^^M(i, ^I^^X^XvfflliajgS^liXv 
#Jfil3&mJ3£<7X #^«J^MCP-l#^-^^^Xo X9-X*^— @©SulS#Sfl<lX9 



(32) 



JP 2005-536534 A 2005.12.2 



-r^DNA^r, ^ n-^^nJit^-e^o (7) J; 9 £^ n - — > 7 L£DNA£, 

il^D^^m^^ £f 4 L < fipcDNAS: fw** * -fe -7 K <t >9$?4 L < H^ft^ 

n^'J «t tffta^SS* -f >*#tr ^60 <fc l & pcDNA^ ^ - £ P> l-ff A 

ntt^mo ^fusiLfc^i'^-t, if 4 l < (iCHOffljaa^^ > ^ 

n7x^U ^n^e-^-^BMIE, ^fH5tfc#e>jEK, 4fcJ43fM^>E^J*3- Kf 
9 \ -tz> £ s^ft^m^ ^-HagEAl - *. ;H s fHo 

[0103] 

^-r&o #L#fi, IgGl£ fit OK h7^V^'f^*oTU^ 
KJ: oTiUJ^-r^, ^fctt&^ilffitefc^LTfciK HMWC filler 6 ~^lcr 12 MUT 
«ttti/V: 0 < t t>Kr ll M^KD*^r-J-4et#^, MCP-l<7)v£f£ £ & ft 
4 Lv^ 0 
[0104] 

^MCP-l^cr) #m 14 K 2t "f * m P tt<7>S^'l*k l^Ltli, ifiMCP-lfcnlft 
W?^LJ:% ttfflt4it* J -ei4loo^(i, ttr^lfiftLfc J: ? dlSL^ MCP-lt- 

mm kit, #L<H&&ft?4*:{i SB^iJ |W| -tfc -C* & oJ 1 So ^t4*Lf;7 
[0105] 

mmzfflfc-t2>zki)*-c%* mz L^mm&m^^-r^m^^mL^wHif-r&^k^ 
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flcfcfcuTfmLfc, ^fflS-e^-f-^ fifc£&*fcii#fi&£&7 5 yWS^tt 

[0106] 

o^^l^P-lf/L^^Eil^CDRl, CDR2, £ «t CJ^CDR3{i, i&^MMW^Mfc^co 7l/ w A7 
-^H^^^^r-e^m^-^a £ t.Sfca&o H&K, ^MCP-y5L#: (75 CO CDR 

1. CDR2, 3s X CFCDR3(±^ ffiOg^nT^stfS^^ 7 V - A V - ^ ^ifcOjfcSrC, 

§ & o 

[0107] 

^StsifflctltJit^ii, B®$5^(4, Wx-tf^ w4^-f jv 

^-cp^<7))* 0l J 3? ^ V^-f- K(7)y^^^- £>XZfy4 C4 [4^ 

j8W>ft]&:H"CV>;&:£8;fc J: £ t^oT^, & (4* ^4, 399,216^ 
^^4,912,040^-, *@#lt^4,740,461-^^ J: ^S#^^4,959,455-^H J: t)^?tL 

#Ai-^7t^^^ffi(4^^lf-^J: <^t,tLT^i9. f+x h ?>#4rr 2.-7 *s a 
U >H*#/l'>'?AtfcJfc, ^'j7 > V>fHh7>X7x^yg>, 7nf7'57H^ 

[0108] 

-X^A^^-|p*CCH0)jfflja&, HeLaffi!^ ^ fcf- ^ A * 9 - WIS CBHK)^, t^fll 
I&CC0SX t hffF«BJBa#5fflJBaC^Jx.tfHep G2), £ cl:U^o^#<^flk^/ittKJ4l©£tl 
SrHJ&SiJl American Type Culture Col1ection(ATCC)^ £> A#¥fb^# < CO 

Mcp-i^-^tt * * -r & * -r * ^ * m &-r %> z t k x o t mn-r * « 

[0109] 

= IgM, ^. X = IgG2a, = IgG2b, ^ X = IgG3, t h IgM, H h IgGl, ^ J; ti h IgG3£ 

^ISSW ^ C i H s t ^ lo^?) 7 ^ 7 M 7««t ^ o 
*Sl#(4^I4^T L^b ^coJ: ^ 47>fV^>f^*lf LT^^V^ 5 , f^«$ tt^iii#:J4fi 
S:cot^ v 9 -i y°*H-t2> iH s 't^ ^^if-eJ; < ftt> ^Tv^s^*<o^Sr^H'ffiffl 

nitctot, trL#cor^ v x^^jg-rs t t^TU i t i±mM$ fix $ 0 t 

COJ: 9 ^^ffi^t4#^> H^W^fflm^^co^fflCM^tt\ *S#fr*4, 816, 397^*3 J: 

a f *a#f r ^6,33i,4i5^-^#BB)> fflffi.-m8m&m& cm k. «\ *g#w»5, 916,771^- 

*3 «t U r *B#fr»6,207,418-^§r#BS)^S. £ „ 
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[0110] 
[0111] 

Mx.li\ *B^#ffl#-e^DSMCP-ltn:#{d:, h JjtMCP-l IgG2is J: CflgC^^-C* & 0 £ 
LT, tMgM v tMgCl, £ (i MgG3, IgAl£ JiIgGA2/M V * -f £ 
[0 112] 

[0 113] 

it: y°^r y fc? > if 

o Mx_tf\ MCP-i^sDs-PAGE^tti-^ t ^"-ei, ^y/nyfr/^cioTS-ifn 
iti'tii, SDS-PAGEfi, Stc^^^TS ^(i^^T-efi 1 -9 - fc^tHo ^coJ;? 

[0 114] 

umm&v-*r-mM/-4 * xecseldi) 

Tff 9 ^ fc t)-C§4 0 SELDI Protein OripCgftiSSOT W It, 

^fe^lcJioT, Protein Chi pTW^ffit «t <9 0£S *Lfcj5t#-CM£-r£ 0 #S 

[0 115] 

£*L£ 0 SELDI BioChipsfe^^tfe^MfiOSELDI^n-^fi^ffi Ht&J S th~Z & »9 , 
[0 116] 

W > 7 lo <7) SELDI ^/^^BioChipte, WL^Uit^O> i t 

^T|l>o Lumi Cyte^ t> SELDI ^ ®BioChip{i, l^P^-tr > ^jrt - h *j , 10, 
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gt#j<Dss?->-t%t>*>fr : ?-<D [? 4 yjf- y"') y v\ &fem-t& 0 M%&7^yjf-7° 

[0 117] 

otein Chip Array±^*£^i-;g> ?K &&Wi r F y * y V] £-M 0 %*D7, -f y 7°Xlt 

i^7c£«o Z.<D£o?£ \JAX\ it, IfL<^i/^I»l*t^-ti:J:oT, 
f 7 ^tgftS'MefiC^tS i 1 1: J: oTffiTtS, SfcK, am?" * lo £ (i 
IMftOSHft^V/^St*, ajS^SSJK^V— f-^fe^CSELDI)HJ:oTa*UC'3. i 

[0118] 

tzs<7°<f- K12i#co f 'J - (New England Biolabs) lc , Protein C 

hip Arrays t K£ otftgtJ £ ttf-V-%2> 0 

[0 119] 

7 X7°V--C{i> -^7°^ K^^f'Ji7 7- y(D3^ h ^>^7lt(7)i 

m^^mU-r&o 7 r - yf^7"l/ - L/;^yf K«7^ ^7 'J - ^r, fit ft 3 - -r ^ 
>^L?t-7°V- h 4 tzit^^-y^m^X^ >^ra^-V 3 > U r 

y ? Ltz ^ ^JVii-eff -9 77" vELISAT ? -fe -f K «t >9 W LT^f, Ht*|fcU 

[0120] 

[0121] 

^:^(7)^y ? n--^;vst#{4, MCP-1<7> n y > f^^fi^^^S tlS^I"^ £ t 

is^n * 19 , s t <o m & k >& m 1 3 *l & ^ t mi m k ^ s *t 20 co m& t m m 

>A^f >S^L, Arg24*^T^fc 0 ^2<7)$|5^{i, JA#@effi x tf h - 7° t 
[0 12 2] 

*mmm-tm-r&M£p-mmmt, ^m^mm^ mm^^mm^-^i^xmnm. 

f&X&Kffl LTiektfoKfrtif £ tlT£ »9 Qarnaginjlil, (1999) Biochemistry 38:16167-1617 
7;Hemmerich^ A C1999)Biochemistry 38:13013-13025), J^lTKiaiti ± 9 ^tnl#c7)^ 

[0123] 
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, i3 <fc f^MCP-2, MCP-3£> X CFMCP-4& i^MCP? 7 ^ U -<Dflk<D* > ^~ t^Ci^fcfc U ^ 

X^K, mAb3.11.1^^^^£ti, K35A&C «t & ^k"CJi ft < R24AcD^fhK X o TIMSP 
Itfeo £*Lk (±-^y :/±£>Lyc-Q SELDI*ffl^fcm > fk<^te*K «t oTflftSS tL, £ 

[0124] 

3.11.1<^)aie :/a*3&Sf20~ 35<??M^#^-r& tV^ K35"C(ift < R24^ MC 

Py r \ <J - e>#eM , # ICMCP-2, MCP-3£> X tfMCP-4cp-C{fc# 3 *Lfc £ fc £^1% 

SB^iJ 770>M:^T^ JKo* $ *lfc 0 II±-e^fifc L SPOTX y ^ K (Sigma-Genosys, 
The Woodlands, Texas) £ J: 2>|5^|ft SM£.xt? r- - ^^i"*^ < t i>m 

[0125] 

R24^J: VK35jSHoaie h-^JPCioT, -£3m<?>1fcfo<?)*m%i i &&mWZfr2>o MC 
[0126] 

^mm^KmMT&*%m<V^M]&mfc^mMLtz$n>fote, T^-fe-f, f Cin vitro 
-ecDf#if T , fflx.tf;#,^-^>y > JV4 1 <7)MCP-l*3 <fc CF^T^MCP-l^ r 5 U -CD;* >^ 

-co v^JV^rPJ^-r^l^^, ffflt*ottl-e$4o B#^>TTwi, Mx.tf#?8U 5f 

(75. mcp-7 7 ^ T J -co^^/T ^co v^jv^rMSi"^ i t Sr^-fro #M&9ftMCP-7 7 3 'J - 

%<D&J&<DMM&.*m'<2>J5&k LTftffltSit^tlSo hT«^ - * - cO V ^ 
jut JtiSc Ltil^ v^;K7)MCP-m, ife^<©#^4r3^i-t.Sfc>tL*o M#^f> y°)V^\zfe 

& 0 Z<n£*>%-%mKit, WjLtf*&m<?>tfLfo*, ^'Jv-vh'J^ii f co^T>v#'tt*7 > 
U **Jifc jfr*S^fcH5£-*- ELISAj£tf«3> * „ jtfr 4 Wt tt^tt 

[0127] 
[0128] 

f >7*n-7f-f y^f yyn-yf-f >7 (Thomas, Proc . Natl .Acad . Sci . USA, 77 : 52 

01-5205(1980)), yr-y h^n^^^f ^^CDNA^ff), ^^(iiri s^■tu/^^^'J 
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[0129] 
[0130] 

MCP-1^ >^^at^/L#0^<7)in situf^tBfi, Mx.(f^^3fc^^at4^Ji^ 
[0131] 

US it L >fc mRNAfig * \Km L > RNAf# it * ##fi- £it * s "e § & 0 
[0132] 

l±ftf/'«5 7 -f J: 0*056 CM x. tf* 'J >^"^35^fflttJi-4 £ k&-C 

mRNA^ttmi-^ ^OTr&fi^IfT =t < ^U^tiTiS V) , Ausubelftll, Current Pro 
tocols of Molecular Biology, John Wiley and Sons C1997)£ ^H^^^fJDf*^ 

xJJRupp and Locker, Lab Invest., 56:A67(1987), & «fc EJ^De Andresfll, BioTechniques 
, 18:42044C1995)^T'|§^$ttTv^ o #^RNAco»ii, Qiagen& f <DlfiM™Wkm.%fr 
^ffiSS^y K A77r-b7 bio i^nfT-f*, »3&#«>«k^#J-^'ttfflL 
TffHt^-Cll) 0 Mx.tf, i£^^GD#fflflk&5l?GD9^&RNA£, Qiagen RNeasy^ 
9 A &fem LTMtS - t #*T* § S o 3fi#H-9- >-?)V&%k<r> ^ Jfir RNAfi , RNA Stat-600" 

ei-Test) * i&m L-a&m-t ?>it^-e^o 

[0133] 

xmupcRm co mm t ltk it^^^^-c, RT-pcR^s^^fs^im^ 

mcomJiC07,7- y 7/}±, RNA|isyc7)cDNA-.(7)»^, ;3fefc pcrkj£ £ »t & * <E>Jt&IW&fi<j 
2£ H CAMV-RT) is J: O 5 ^ n *X ^ eiflivM u 4 ittJfg^gs^ (MVLV-RT)-c;fc £ 0 

ttttiLjtRNA*, »a&#0«t3^#J-^ll/^GeneAfflp RNA PCR^r y h (Perkin Elmer, CA, USA) 

OTL-Cl^t4itii f T|4 0 lt^L7t:cDNA(±, ^0OPCRRjS^*3tt2»^M k LT 

[0134] 

ffittS-^T^J, TaqDNA^U ^ 9--tf ^f£Mi-£o U^t, TagManPCRtiAM &5 
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^SrKW-LT, 2ocoPCR^9^ ^ K@2?!l „ 

f±TaqDNA*° 'J * 9 - -tr £^ Cio T#g-£T\ V * - ^MfeftiB J: tf^fBSfcfe^-C 

fc, TaqDNA*°iJ ^--tf^llii, #S^^fc:/n-y«:-§g»r*-;& 0 4^L?t^n-y| 
[0135] 

TagManRT-PCRfi, fiJx_ttABI PRIZM 770OTM Sequence Detection System~TM(PerkinElmer 
-Applied Biosystems, Foster City, CA, USA), % ti {iLightcycier(Roche Molecular Bi 
ochemicals, Mannheim, Germany)^ t'<D^m<^U^^ t "Cff ? £ t §t & 0 04 b 
v^tt^B-eii, S'^^l/T-^^I^, ABI PRIZM 77007W Sequence Detection System 

A-etUJRL, CCD-e^m-r&o ^^y^fAU, §£il*ifr:^L 7*- **4MJf 
sb<Dvy h ? r *-^tf 0 

[0136] 
[0137] 

ii^&j: u s ^y7°)vm<Dmm<vmw*M^m.K-t&£z#>K, RT-pcR(±it^, w«s^*« 

y j- - -tr CGAPDH)^ J: V 1 p -T ? * y (7>mRNA-e^, £ 0 
[0138] 

7n-7t/W NX?«o 
[0139] 

V^f * D7V^^«l:#*]^ilfi'eii, cDNA^ n- >cOPCRt«fJM$-^^Jf 
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COT U4^k^^co^^ ¥4 ^f~y 3 XDfeMlkK iot, ttJfo-f&nMNAW%^-M-f& 

M&)K%k{h-t& c\ t tLT § ti/^ (Schenaffi, Proc. Natl. Acad. Sci .USA, 93C20)L10 

6-49) 0 SBtO^^r^U^-Y^f-^g^tfD^te, fcjltfvf * 07 W gfll, ^^"C 

[0140] 

MCP-lT r j3 «t err > * h 

*W«H#Kia«i-i*l&K^^*SSf±. MCP-lT^-.X h OgflfcflOi: LT, &&WiM 
CP-IT > 9 h t Ltflt^ MCP-1^ >;^S<7)SM#i:tit^ 0 MCP-1^ w« 

mtsiKX oT^ftta £ H s ti^ 0 mcp-i^/n^ jt<7)T^^ ni, x^^^-r-s. 
oiti«tU, mcp-i^ >/^^^<7>r y? a*—;*, y (±, 5C^^#^-j-*^^mcp-i^ 

? jj CO lo $ tz <^ffitt fi > Wit tf MCP-l^ > ^° 9 % £ it tpfflia^ ^ ^ * X - K (7) 

[0141] 

MCP-lT^-X KfM#)t LT, ^SVMiMCP-lT^^ =r-x h t LtSt^t^, MCP- 

cp-i* y^z^zmMmfo, M^^mmmm^m^co^y tr^ r y 7^?>r^? y - 

*X^'J-->'^t4ttt:J:oTRjlt4it^l4o — ^tttf&SBTfcJU MCP-l^H 
£^**fc?9>f ^7'J-CJ:oT3-K?Wo MCP-1^#|#:cd#1£& ^ 7*7 'J - ii 
■*-*>tfcj&*-c§, LfcA'oT, KIMco#x.^*tsMCP-iMe^j^\ <fi*<£>*'i; Kt 

e, ti&Mcp-mmfov 5^f^9'j-* s * * ctits ^ t g & , st^i* 
cj;oT, 10 « k , # x. h n. z> Mcp-mmfamm * 3 - K-r ^> <r> mm 

tLTV^S C^Ox. fi\ Narang, Tetrahedron 39: 3(1983) ;Itakura#, Annu.Rev.Biochem.53:3 
23(1984) ;Itakura#, Science 198:1056(1984) ;Ike#, Nucl .Acid. Res. 11: 477(1983) 

Mo 
[0 14 2] 

feit^ftdtssfe^**^ ^tfs^M> ftKmti&Pz&mtft 
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[0143] 

[0144] 

C^LTi^^^l^tSfltt^ttSZo^*, (ii) MCP-l^M LT#HW 

i-^^t^-ei, ^!lx.tfCi)d3 J: CKi-OHHS LTt4. Fangenfi. Imnunol Methods 4:72-8 
1C1994X J^fb^HWright^J:^ Harris. _hfB£#MU (111)fc|S5 LTIi, « x. tf Traune 
ckerftfl, Int.D.CancerCSupp1)7:51~52C1992)^#BB^i t Q ^fl^fl^m^, H2c7>#f| 
t££ , CD16£ tz tfDeoflb, 18: 127(1997) £#HS<^ £ £ X 4 (±CD89C^Jx. ff Va 

leriusfi^ Blood 90:4485- 4492C1997) ^#1© i <t )*#RB£&«j Milffit^tS 

[0145] 

^ i: LTfNJB£-£&^<h d«T § & o #0 x. fiVitetta Immunol Today 14: 252(1993) £#HSco 
ifco *g#i3 c H5,i94,594#^#M<7)- to JSclt^Wfe^^P^ H3 L T 14 > £ <£> J: 9 

•£> o ^!lx- ff Junghans^ftfe. Cancer Chemotherapy and Biotherapy 655~686(2d edition^ Ch 
afner and Longo^ eds.. Lippincott Raven C1996)) 41 £#BBc9 £ t 0 ^S#fF^4,681,58 
*@#M4, 735,210^ ^S#^^5,101,827^- > *g#|t^5,102,990CRE35,500) 
*S#f^5,648,471^ ^ <t^B#^5 J 697,902-^^#HQcDi to 
[0146] 

& 0 J: 0 -fctfjfcjEjfiiftli, 3L«, IP^** J: O J Bi1f«5*^*fc0 < <^>a<ofc > 

iTttt^ o #|&W^£*&^&ffiteJ&** * ^MCP-1^#{4«T\ & £ (4#co^*% 
iVt*y>, 5/^-^9 5-7 tn> 9 (0&.%&<Dik!£&&ffl* 

[0147] 

in vivoJ£^J3 Uteffli"* i: g , SL#ffi^li«Miff*'C* o T J: v^ Q =fc W 

5=r*7^-t:X*°- h*^T-ra#S, fflx.tfft;Tfttt$tfc: J: or#JWBT|64^ r y/-«-*^f 
[0148] 

[0149] 
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[0150] 

^flfeft&^^*»tT^fttf:HJ:fftkfti/>o t*Lfe<^*#J4, iittl^f>titv^ 
o f«^J4, *B^ffl«H|E*-r£«0^o*M01^. fb^&ofli J4, IiL^ 

tiot, flfc#$fc»±«!-5-fflKHR-*-*o -<7)iofttfff(4> ^ffl1-&iB*£> cttf-M-e 
l/^tfxyn:^LT**tt-C*t), TRIS HCI, <J yf, ^x>§L ftSL £ «fc OMI&O* 
t^l^: iftfV* 77r-;7^3^tr>»4 if o^gMbSO ; *° 'J T > ft fc* coffin* 

CltdO^^^M)^ 7°^ K, jfiift TJV7^>, -if 9 > , tit it^M ? a y ij y ft t°<D 9 > 
rV?%\ *° T J t: ~ JV tf n 'J v 7 > ft t'<7) 'Jv-^'J v > , ^ )V * 5 > T ^ 
* 7t}4T;v^">ft t*<DT< — *N *sj:OMrjvn-.*3fctt*-<E> 

c^)^r V- h3U;^>~ >-;vf £f4v ;PtT > - ;pft Mr ;v 3 - ;v ; -j- > y >> Aft 

^ He > j3 J: £ (47WEEN, PLURONICSJ (± *K ij 1/ > ? ij 3 - JV ft fc*C9 #M * > 14 

[0151] 

'£ltffl^i^l!M<^ffiJ5£^H4> Remington's Pharmaceutical Sciences (18th ed. Mack Pu 
blishing Company, Easton, PA(1990))cpj::fSft £ *lfc<*> t l^tf), ^SJOKSSmt®^ 
oTS^ti£l:^l4,Wil.li, 7jc, ££f4 3V. f-fr7, £ fcfijffltfEfftft ir<z> 
& ffil&fS ft t-<o^#, * £ W4 * V >f > ^ JVft ir^Jifclli JliSEte* , 

mmt&m * mm t tz \tmm Hitt^ mi u ^ bt^*«* & 0 $ *l t ^ & »j 

[0152] 

So l^ifctiv > } ) ? ^C7)ffl^{4, Langerflfe, J.Biomed Mater. Res., 15: 167- 277 (1981) js 
«t C^Langer, Chem.Tech., 12: 98-105 (1982) £ J: oT|S® ? tltz<D t fslM<Dtf x ) .x^-r^ 
, kFnyjKWx.li\ .fj (2-k Fn^yif jM 'J f), 4 tz {4?K 'J (tf^-JV 
T;V3-;V))> 9^^- KC*a#Sr ^3,773,91^-, EP58.481), L-/jV^>ii 7 

x.<f* ;V-L-^;V ^ pt - h CO 3 ^ ij -7- (Sidmanjt, Biopolymers, 22 : 547- 556(1983)), # 
^'tto-f- WH^mtT-^aangerffi, ±|S), LUPRON Depot Cffi % ) ft ¥ <0&F&§E&m.-9 
y n - ;vm n # 'J -7 - C$lW-y |J 3 - jvsin *K ij t f^m U a - y tbffiJ^ 3 *l 
SffiltBTfbft^ ^n^7x7X *3 J: CJ^^iJ -D-(-)-3-t Kn v y^;vm(EP133,988)^ 

[0153] 

^ <?• v y -ft & tf ~ ;v «k 0 s ? LBfc-^ 'J 3 — ;vg|ft t'co ^ i; v - > 100 0 K "C^^ 1 * Jfe 
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[0154] 

.Natl .Acad.Sci .USA, 82:3688- 3692(1985) ;Hwang#, Proc. Natl .Acad.Sci .USA,77:4030 
~ 4034C1980) ; EP52 , 322 ; EP36, 676 ; EP88 , 046 ; EP143 , 949 ; EP142 ,641; B if g#ff ffii|83~ 11 
8008 ; # ff!4 , 485 , 045^- £s X a @# Wt H 4 , 544 , 545^- ; £ «fc V s EP102 , 324H «t o X M 

W:ZjX& 0 fjt#<7>ffl*Ji, ife&oMttJS-fc.fctJ^'A #S> 'I4SU> A#> S^Mfc 

[0155] 

m^-^m^ffl^jL#@S^t)^ffl«f±> M?)SllS*J:^>f^ #fi> A*> 

4t*4% ?6*±«&ffl*f±, in vitrei fctiin vivcrC^feK <fc oT^t^ £ 
[0156] 

^SS^lSCT, ^0.001nig/kg^^l00mg/kgJ^±cotEH^afe^Wf^4i^^ o gJLv> 
ffla^ii, 0.001/ng/kg, O.OOSmg/kg, O.Olmg/kg, 0.05mg/kg, O.lmg/kg, O.Smg/kg, lm 
g/kg, Smg/kg, lOmg/kg, ISmg/kg, 20mg/kg, 25mg/kg, 30mg/kg, SSmg/kg, 40mg/kg, 45m 
g/kg, SOmg/kg, 55mg/kg, 60ng/kg, 65mg/kg, 70mg/kg > 75mgAg. SOmg/kg, 85mg/kg, 90 
mg/kg, 95mg/kg, is «t ^lOOmg/kgJ^J; £^tf 0 HMftJKti, ttJBKEJi, 3fMoS»**#4 

[*JfiM] 
[0157] 

[0158] 

Ztit><D&3tkKis\,*TW l W.b LTffflLfck hMCP-1^:/^ Kli, MTf)7^WJ 

QPDAINAPVTCCV^FTNRKISVQRLASYRRITSSKCPKEAVI FKTIVAKEICADPKQ 
H3WQDSMDHLDKQ"TQTPKTCSS^!J^^- 149) 
[0159] 

^ay^-f^f- K(±, ^:J»S»-*^T3aftx.U J: o 4>e>-P2& *) , Prepro TechC 

Rocky Hill, NW&JHfALfco 

[0160] 
C**^IJ2) 

§fiMCP-m# 
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£ , XenoMouseCMiSfll)^ S * (XenoMouseC^MH )i^XMG2, XMG4(3C-1^|£) * 

|£v>, XMG2tXMG4(3C-l^^)^^7^, Abgenix, Inc. Fremont, CA)^r^c$| JtliitHJ: 
oTML/: 0 flJx.«T, ftfcJO&ggffcWt, TiterMax Goldt l:lv/\rCjS# LfclD^ goffim 
&m^tzis(D~e$>>?t:o %<D®L<Dj&tiaifcW.MWklt, ^f&MMfr^t ^D-PBS^lOO^ g 
cor JV^ A^fclilv/v-etS-^Lfc, SifcttlO^g^guJgfcffl^Tfr-ofco 
jiilltrLJIfil^fiSC^co TiterMax Gold^Ji^T, ^^7Jl/5 - 9 A ^ jVcpc^lO^ g?)MCP-l#L 
]g t l:lv/v-eS# L , 10^ gcoiftM £ 30 ftltf SiiCio Tff ^ -CPBSH 

&»i:J:oT7 7 KfMLto 8M&(i#Q, 4, 7, 10, 14, 18, 27, 31, 35^3 «fc 

[0161] 
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[0162] 

r^Hlc , fficoXenoMouseCS^ffifl)^ «7 -X CXenoMouseCS^^fI)^^XMG2j3 J: CFXMG2L3) 
[0163] 
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[0164] 

fetMCP-l£t#cD7Jffi£. M^bD^ELISAH J: oTl£Lfc 0 ^J#coffiti, ^ Jgco2^c7)OD 
f%«Mt£^«S^«lfiLy# <7)M^&& 0 fifiji^ti, MCP-lCS^ier;!^ g/mL)^ 4 
tt-i, Costar Labcoat Universal Binding PolystyreneQe^ j^JU ~f V ■ — FCa^T'f 
> ^ L o $m -^MCP-l^ ^ if M £ Bfc * L , UV^fc C365nm) "C 4^ ^ C4000 v ^Oy^* 

#^XenoMouse(Mj^I )fi) t> Efi * 1" * XenoMouse(g3i jS tl 1 : 100c75 

c7)^^P>^< ITOfc, l:2«c752%^ ;v^/PBS^-^tS^L^o «m«0 ^ J- )V \±Q<D%tM 

[0165] 

^^juH MgG Fc#^e<jHRP|g^#^, ^S-Cl^M, l^g/mL(7)*^#J^-eiIix.7to 

7"i/- b [idH 2 o-c5in^^L^o h{i3055-pgnviB^t)px.^^ t k j; otlfeL, elis 

£>;£ffi£, 450nmKi3lt^^mm^hW\^L, ^4, 5, 6, 7* J: TOl^to TjflfifiifiUi 
^<&&o ^L^-r^TcDXenoMouseC^Mg)litfS*cr)'J W?i5£, Sfel^ffl 
[0166] 
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[H5] 
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jf/V—^-i^ 7yh/^;K. 3c-l/xmg2(Fll, -^^X7E5 
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[0169] 

mi 

^/U—y4^ XMG2, 7y F^yK, ■?7^4E 
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MA 

sf}V—-75. XMG2L3, 7yb^yb\ -7»^ 4 gg 
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qtTte, NC(|&tt*frJ!B)=XMG2 KLH^ As — ~7 y h -y KL627-6PC, (M 



ft*tRft)-XMG2 MCP-l^'/V—^U 7y h^y KN160-1 



[0171] 

k mm z^tz 0 mm n& l , l-nta <*> y > / tit *s ^ *? o. 9mi_c7) dmem^ w hi an 

[0172] 

, l:lc7)ifc-eC^ J^n--?: y >r?SOjfi#-&>:b-£fco ffi^^fe-^fdEIR^ > 800x g(2000rpm 

nase-^CCalBiochem, Cat.#53702;0.5mg/mU PBSttO^ifflJi&Killl/iT, JKBIfe^ V y h £3S 
<f¥JR«3*fco »S«ygl42^|ig*jBx.-r tijtff 3~5mLcoFBS^liPx.^it K±<? 

TRj5S*«fitS*fc 0 ^^^ECF-iM^M^T-^ft#|f ^4QnLtc L. S^«jSr800x gC2000 

v»TS<ff««U ^i^&ECF^it^ j: oT^ff#ff £40rrf_n Ltz 0 Mm&jtftKM 
^LftSfeL, ^^-C800xgC2000rpm)-C5~7^W, Jfrfc5Mt fca^tfco ±i£*Bfr*U Jffl 

[0173] 

^V^-effll^^r Electro-Cell-Fusion(ECF)generator(Model EGM2001, Genetronic, Inc. 
, San Diego, CA)ipKXfl, »at#^«tigs»J-^il#3 *fco ECF<7)f£, *HM^« 

400xgC1000rpm)-e5^M, jat'fr^fltKtf^j'fco ^*<Z> 1/2?) HMgjfe (Sigma, Cat.#A9666^ 

B$0&, ^i^Sjf? 200^ L^^v»T) 0 jfflfl&Sr^t-S^L, 96^ xj^ V- M: 
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[0174] 

n - ^ ;VirL#H H3 L T ^ ^ 'J - — > 9 L o ELISA7 0 V - b CFisher, Cat .No. 12-565-136) 
f±, 3 - -f -f y 9/1 yyy~ <.0.mo&M$L'* ?7r-, pH9.6, NaHGO, 8.4g/L)JCY§^ L 
fc50^ ~\AfcP-l<D (2 p g/mL)-C3-T- -f > ^ U ^ TMr "C— $H > 3r a ^t- M 

to 'O^ri^-yg ><7>?&> "fV—Y limits-/* ?77 — CO . 05Mween20, PBStf»)-C3EIjft 
^ L fc 0 200^ l/^xjv©/n^^> ?7r - CO. 5%BSA, 0. l%Tween20, O.Omhimero 
sal, lXPBSp£)£}j[]x_, ^1/- b WtU$M£fi-lM j.-^- b Ltz 0 'fV^a^-Va 
><£»^ 7" V- b Ji$;?t^^ "7 r ~T3|@JS;i£Lfco 50^ 1/ , >.XJK*VW7* , J F-^<7>_h 
f#> 4feO f H»14WM*J:0 J life^M*iinx., 7°V- h(±2B#^^S^-f ^i^- b L 

to 

[0175] 

^MaLTffflLt HS (i , XMG2 MCP-l^ /U - 7" 1, 7fM? K N160-7-C & V) 
, iMI (±XMG2 KLH^ ;V - 7° 1, 7^^ f b L627-6-C& ^^a^^g^C 

c-HRPCCaltag, Cat . #1-110507), Ci3 <t CF-Y ^inlhlg * -HRPCSouthern Biotechnology, Cat.# 
2060-05), & y 1 !; -V ^Jnlhlg A CSouthern Biotechnology, Cat .#207005), 9 D — 

-> ^SriJUx., 7'V-Mil^^tia-CM^^a^- Mto — ^c^ * 'J - - > ^"Cfi, 
H|aco^>^JVCS*)c7)^^ y -~>^-eMD£^ ')-~>^U -jffl.fi higqtmffl> 

ttifeit^ ^ 7 r ^-C3®}5fc7$- Lto 100^ ai;i/c7)™BCBioFX Lab . Cat . #™SK-0100-01) £ 

l/^-CSO^ L/i> ^;Vcr)#iti§?ftCTMB Stop SolutionCBioFX Lab.Cat.#STPR-0100-01)^ri)px. 
, *£«450nm^£v>TELISA:/V- b V -^-±-£\ f^^l/- h^^fco Rttt 1 ?^ 

[0176] 
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228 




UA 


3.521 


0-1 1 + 0.013 


0.35 + 0.064 


4.9 




1.8-1 


3.472 


0.26 + 0.076 


0.88 + 0.21 


4 




1.9 J 


3.6561 


1.2 + 0.38 


35 + 54 


96 




1.10.1 


3,845 


0.18 + 0.1 1 


1.2 + 0.55 


9.6 




1.11.1 


3.905 


0.098 + 0.008 


0.81 + 0.24 


4.2 




1.12.1 


4 


0.13 + 0.02 


0.35 + 0.039 


13 




1.13.1 


4 


0.11 + 0.015 


0.5 + 0.091 


71 




1.14.1 


2.064 


0.41 + OJ 


0.58 4- 0.18 


6 




1.18.1 


0.9984 


0.18 + 0,055 


0.29 + 0.07 


3.8 




2.3.1 


3.876 


0.14 + 0.021 


0,58 -l- 0.085 


96 




2.4.1 


3.892 


0.26 + 0.18 


>5 


14 


•v ■> 7, JE 


3.2 


3.96 






ND 


MCP-2, 
MCP-3, 


3.4.3 


3.86 


0.24 + 0.019 


0.51 + 0.1 


45 




3.5.1 


3.765 


0.58 + 0.29 


3.1 + 1.1 


100 




3,6.1 


3.593 


0.17 + 0,04 


0.52 +0.18 


15 




3.7,1 


4 


0.094 + 0.023 


0,98 + 0.019 


4.8 




3.5. 1 


3.DUJ 


0.27 + 0.028 


0.7 + 0.19 


3.4 




1 1A 1 

3. 1 U. 1 


3,634 


0.3 + 0.1 


0.25 + OJ 


90 


MCP-2, 

~c 9 \S "> 


3.11.1 


4 


0.092 + 0.023 


0 33 + 0 47 


3.3 


MCP-2 
MCP-3, 
MCP-4 


3A4A 


4 


1.3 + 0,3 


1.4 + 0.47 


ND 




3.15.1 


4 


0.12 + 0.034 


0.89 + 0.1 


3.4 




3,16.1 


3.921 


0.16 + 0.08 


0.4 + 0.081 


25 




4.5.1 


338 


0,27 + 0,074 


0.75 + 0.18 


61 




4.6 J 


3.51 


0.31 + 0.06 


0.4 + 0.056 


330 




4.7.1 


3.843 


0.39 4 0.063 


0.45 + 0.11 


280 




4,8.1 


4 


0.22 + 0.77 


0.29 + 0,032 


102 




4.9.1 


3.415 


0.083 + .0094 


0.21 + 0.035 


ND 




5.1 


4 


3.5 + 2.1 


1-3 + 1.2 


1610 




5.2,1 


3.714 


2.5 + 0.66 


2.1 + 1.7 


319 




5.3.1 


4 


1.8 + 0,56 


2.6 + 0.31 


450 
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tn:MCP-lijL#:^fflV^ ^MCP-l^^^^^'E^^ffl— FLIPRT y -tr^T 0 DMS0& J: ^Pluroni 
c AcidC20MWS0?§ F1uo-4CMolecular Probes) cTVSvf TJVtll[lx.T, 5irMcD F~l uo4 1 
iMflWia^o ~mP-l|EJj££, ; ?^l«^7t(37'C)n-T s V y t - *K3X10 

ee/mLtffli?*, Iffll&lml^Tt 19 1^ L^nuo-4*kf4£jjn;tT, 5^ MKis^TJ^GDftl* 
*flf*^X.fco itLfec^M^Bfff-e, 37 < C^i3V>T45~50M-f ^a^- r Lfco W 
>^^^-y 3 >^ «Bia*1000RPIfre5~10^M, $S'k43*tfc;d*»tfco jfflfl&Srn-TV 
>^/t- ; 77-^i:SI?i$*> 3S'k#Kt**«3 5SLfco HHfl&ttl.667e6/taL-?#jR«S* 
jfco 200,00Qfflii&/^i^<^aiaf"C ^^^96^0.^^^- h tiDx., e<3t^^«t-^»t 

£sv^T, 3.5r*toMCP-l*^Htnx.*ii:m:oT, |&2<fciEJMJt 19 ffi*#fc 0 MCP-l^"mP- 

S*J£**<B;TU L3t* s oT, ^J^LfcSL-ft^+ffiSitT^fcit^StLfco MCP-ltf^ 
[0178] 

MCP-i^M^lfflia^KioiE^-fbo ^»)xt96^ xji/ft^tr y *4 "mP-Ufflia* «t 

t^Beckman Biomek FAn^7 hV^fA^f fflLTlftfce #5'J itff L 96*7 ijV7°l/ 

¥M±T v ^4 *, 30^ 1£ £{±300^ 1<7)^a-;v#:iff js =t ^2-14^ mc7)fEH^?L#*^rf 

NeuroProbe 96^ xjvf v^TT'f ^ a 7*1/ - h &~ & V* Tff ■=> £ 0 Neuroprobe 96*7 -X. 
;V7° V- r (4, WIT y -fr^f ^i3^T, MCP-l<h^M»Htlg^ «t tf^MCP-^flcfc 

•7 i^-a#|7 -f jv^#>\ ^tL^tt^ffll^^^^^JV^^-f Ju^g&o^-oglStefcB! 
iSufc'tt^^ n-n-r -f tLTv>£^£>-e&& 0 

[0179] 

"C*ofc 0 Molecular Probes^ h<vmn*^&%^tz™?-Vffl%&<r>mnWL* , 
OjiffiB^^tefcE^c^y h"C^U 3710^1-2^^-0^ a ^- ^>^tj.^- 
5/ g ;v^<0iag|5lc^t(jUfc#fflJI&, *3 X&vr ? D7l/- > ^tc^SiL^fflia 

£, Applied Biosystems^jb!#A UHftT^Cv^f * n -7° h*U< itHioTltl 

[0180] 

THP-lfflJjacOMCP-l^M^ffliaSSl, feJlCF^^fflJI&^lbiC, InM, 10- 15fe<D^F 

* jv * CD g& k #sii l /iifflmco & it , mcp-ih 4 gL#^<k^i4sf a^f tsi^i 

[0181] 

BiacoPe^*f*«fflLfc, fctMCP-l*L#il#nt4<7)M^o ^tt/MCP-lffiSftfflOfrfl 1 Bi 
acore300Oft^/M * -br > ^ - H K'7^7 7*L^: 2o<7)CM5^- y "Cff ^ ^ 

o fmoff^J:flD|*?)7n-W*, NHS/EDC(7)7^M(7)^|t-C^f4'fl:^^:, * JV 

coy- ^MBy^m^ h Vy a S-locmMco^m^ h'J7A Ki^Lfctw, pHS.s*^ lt 

flgii, 0, 0.049, 0.15, 0.4, 1.3, 4^3 J; C^^nMcMCP-lCPeprotech, N!J)£ 9 > ^ > tfj^ 
y y r - ClOmMcoHEPES, 150rrM(7) NaCI , 0. 005567) ^B^WJ 5 200^ g/mlc7)BSA, pH7.4)^v§ 
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McoHEPES, 150mM<£>NaC"U 0.005%<^#ffiy£t43W ;200^ g/m"l<oBSA, pH7.4)H^^ Lfc > ^jS 

S#ifr K f$ * / - * £ A. 1: IfflSft JB * 7*^ K ^® «j K ig^ $ * tz o ft * 



J/lMCP-1K# t fficr) * >f > ^^^RSS'ttcoM^o ELISA:/ V - h CFisher Cat .No. 12- 
565-136) j y y^y y r -<L0.m<Djkm^^y y r pH9.6, NaHC0 3 8 . 4g/L) 

K?t ^L^50^ V-7^;K7)MCP-1, MCP-2, MCP-3, MCP-4, RANTES, GR0-«, MIP-l a , x. 

77h MCP-LJ3 «fc 0**=? 7 X JE(2^ g/m"l)-C 3 - -f -f > ^ U ^ -C4t; Hjfe 
r/ + i^-fU:o >f>*a^->a> Of^, "7° V - r {ijftii*/* y y r~ (0.05%Tween2 
0, PBSfp)-e3|l^ii-L7to 200^ l/y X)V<r>y*V y * y fsly y 7 -CO.S^BSA, 0.13aween 
20, 0.013STTiimerasa"U lx PBSc^ ) £ jjp -7° V- h (ilBtW^S^^ > 3r h t ?t 0 

^fV^i^-VgV^ft, h \±$c&^ 'y y r -~x?m$cW*Ltio 50 M VV jljuos^ 

4 -f V V~^co±m, ft h &K mtettMis X vmfflftmmnMMltMD Sciences^ hM 
A L 7t*n:MCP-145L#-e^ 19 , |^'ttOTj±Abgemx^ j3^T£)j£ 3 jtfc * - * - JV V > ^ y r 

Atyr«>i:ttsS#t^ fc)*iiiix., y"v~ v i±2B#ng^s.-e^r >^r^^- h Ltz 
o r/^fa^y3>(?)t, 7°i/- > njfei^/^ 7 r --e3[ii^^-L^o 100^ i_/^ xjv« 

tfctiJJBtn/fk^ ^irLhuIgGfc-HRPCCaltag, Cat .#H10507), OV ^Sthlg «• -HRPCSouthern Biot 
echnology, Cat .#2060-05), is J: ^jthlg A (Southern Biotechnology, Cat. #2070-05 

^- V 3 > com, -7° h tiffin y 7 T — ^30^ U 100^ L/V? ^;Vco™B(BioFX La 
b.Cat.#™SK-0100-01)^j]p^, 7°V- b ^^lO^Hg^-feL^o 50^Ly^ijK7) 
ffiUlrJi&CTWB Stop So~lution(BioFX Lab.Cat.#STPR-0100-01)£}j[j;l, i&&450nmK & ^ X 
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tin o - i] 



rnAb 


rmJE/MCP-1 


rat MCP-1 


rhMCP-2 


rhMCP-3 


rhMCP-4 




2jxg/inL 


ljug/rnL 


2ng/mL 


2|ig/mL 


2fxgfoiL 


Ll.l 


0.045 


0.051 


0.051 


0.064 


0.052 


1.2 J 


0.041 


0,044 


0.056 


0.048 


0.055 


1.3 J 


0.046 


0.048 


0.065 


0.052 


0.048 


1.4-1 


0.042 


0.05 


0.046 


0.049 


0.045 


1.5.1 


0.043 


0.045 


0.047 


0.069 


0.05 


1.6 J 


0.042 


0.062 


0.042 


0.046 


0.044 


K7J 


0.041 


0.042 


0.044 


0.053 


0,041 


1.8-1 


0,045 


0.049 


0.048 


0.054 


0,046 


2.9.1 


0.053 


0.065 


0.04 


0.044 


0.042 


1.10.1 


0,041 


0.059 


0.04 


0.047 


0.052 


1.11 J 


0.041 


0.052 


0.041 


0-043 


0,043 


L12J 


0.042 


0,062 


0.042 


0.046 


0.044 


1.13-1 


0,043 


0.06 


0.046 


0.047 


0,045 


1.14.1 


0.042 


0,062 


0.042 


0,046 


0.044 


1.18,1 


0.044 


0.058 


0.04 


0.045 


0.045 


2,3.1 


0,054 


0,058 


0,052 


0,059 


0.064 


2.4.1 


©J 29 


0.077 


0.045 


0.066 


0.06 


3.4.1 


0.044 


0.053 


0,042 


0,05 


0.047 


3.5.1 


0.042 


0.053 


0,042 


0.045 


0.044 


3,6-1 


0.047 


0.046 


0.052 


0.045 


0.048 1 


3.7J 


0.046 


0.048 


0.043 


0.048 


0,048 


3.S 


0.042 


0.062 


0.042 


0.046 


0.044 


3.10.1 


0.054 


0,045 


0.845 


0.167 


0.042 


3.IM 


0.063 


0.057 


0.336 


1.317 


0.981 


3. 14,1 


0,044 


0.046 


0.045 


0.05 


0.045 


3.15.1 


0.041 


O.05 


0.043 


0,046 


0.051 


3.16.1 


0.042 


0,046 


0.049 


0.043 


0.043 


4.5.1 


0.049 


0,055 


0.042 


0.046 


0.046 


4.6,1 


0,049 


0.05 


0.047 


0.05 


0.047 


4.7.1 


0.042 


0.062 


0.042 


0.046 


0.044 


4.8J 


0.042 


0,091 


0.041 


0.043 


0.039 


4.9 J 


0.05 


0,05 


0.046 


0.049 


0.05 


5A 


0.044 


0.054 


0.051 


0.05 


0.043 


5.2 A 


0.04 


0.054 


0,041 


0,048 


0.041 


5.3,1 


0.05 


0.047 


0.043 


0,045 


0.043 


3.2 


0,059 


0.07 


0.535 


0.449 


0.041 














nc 


0.042 


0,134 


0.045 


0.084 


0.074 


pc 


0.263 


ND 


ND 


1,084 


0.215 
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[Hi 0 - 2] 







mAb 


hOKU/MuSA 

1 1 1 CS f v\> T 


hMIP-l-ct 
! |ig/mL 


h -.7 >' v "Js 
1 fig/m L 


h-x. 5j- $ # is > 
l fig/mL 


(MCAF) 
2ng/mL 


1.1,1 


0.047 


0,044 


0.044 


0.042 


0.944 


1,2,1 


0,044 


0.04 


0.04 


0.044 


1.159 


1-3.1 


0,051 


0,049 


0.049 


0.046 


1.158 


1,4,1 


0.044 


0,041 


0.046 


0,043 


0.738 


1.5.1 


0.048 


0.041 


0.049 


0.043 


1.178 


1 .6.1 


0.046 


0.046 


0.046 


0.042 


0.375 


1.7.1 


0,041 


0,04 


0.039 


0.04 


1.17 


1.8.1 


0,06 


0.045 


0.045 


0.047 


1.159 


1,9,1 


0.043 


0,044 


0.042 


0.042 


0.446 


1.10.1 


0.043 


0.043 


0,042 


0,05 


1.259 


I A \A 


0.042 


0.042 


0.042 


0.049 


1,336 


1.12.1 


0,046 


0.046 


0.046 


0.044 


0.933 


1.13.1 


0.046 


0.042 


0.046 


0.044 


3.16 


1.14.1 


0.046 


0.046 


0.046 


0.042 


1,129 


1 ,18,1 


0,049 


0.043 


0.04 


0.043 


1.228 


23.1 


0,062 


0.067 


0,055 


0.045 


0.087 


2.4.1 


0.048 


0.061 


0.046 


0.084 


0.462 


3.4.1 


0.065 


0.055 


0.046 


0.048 


1.153 


3.5.1 


0.048 


0.047 


0.044 


0.043 


0.194 


3.6,1 


0.047 


0,047 


0.043 


0.043 


0.342 


3/7,1 


0,045 


0,049 


0.067 


0.043 


1.276 


3,8 


0,046 


0.046 


0.046 


0.042 


0.275 


3 .10.1 


0,042 


0.043 


0.04 


0J06 


0.71 


3,1 LI 


0.054 


0.053 


0.064 


0.339 


0.803 


3,14, i 


0,046 


0.046 


0,045 


0.043 


0.549 


3,15,1 


0,044 


0,045 


0,049 


0.045 


0.948 


3,16.1 


0.043 


0.043 


0.042 


0.043 


0.633 


4,5,1 


0.045 


0.046 


0.049 


0.04 1 


0.957 


4.6. J 


0.046 


0 055 


0,053 


0.049 


0.686 


4,7, 1 


0.046 


0.046 


0.046 


0.042 


0.744 


4.8.1 


0.042 


0.041 


0,044 


0.043 


1.136 


4.9 A 


0,043 


0.049 


0,057 


0.045 


0.822 


5A 


0.044 


0.043 


0,043 


0.042 


0.521 


5.2A 


0.045 


0.043 


0.262 


0.043 


0.663 


53A 


0.045 


0.042 


0.045 


0.042 


0,272 


3.2 


0.042 


0.041 


0,043 


0.I94 


0.235 


nc 


0.357 


0.065 


0,072 


0.063 


0.042 


pc 


1.075 


0.794 


1.219 


0.22 I 


0.281 
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=a — 7- 4 > 2*:Ag@ 2ng/mL^ fcfil fig/mL; O/N 

Ab: MCP-l^K^^ — X 1:50 

pc; Ipg/'mL; nc: D39.2 iL8 @lp,g/mL 

^tHlfxv'VK gxhO-Fc HRPl^Kfe-a-tr^fiR, a^xmlgOK 2a, 2b. 3 l:iKSrtC? 
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iftMCP-ltjL#:3. 11. 2i)K fiil^MCP? r^'J-^VA- c^at^ *^7^t4ii: 3&*"C £ 
jfcj&>4r? *¥Ufei-fc ffr^f£«cL7t#itir y-k-f Srffofco *3D£, MCP-1, MCP 

-2, MCP-3, is X ^MCP^^LT^ifjI-^-mP-l^^^t^^M^LTto MCP-1, -2is <fc 
tf-3|±, TWP-M^#t!i^M^H^L^^, MCP-4(±^c7)T y -etifS'ft&^s & 
^o7tC[ll#He)o #l#3.11.2£, ^ ^ )l«DJ&ffim K £ 4 ^4 ^^ffiT^Ux. & t , MCP-2is 

x ^mcp-3 u t &M-f & "mp-nffli^co t g±r it , ffl fi m k mm z n tz m 25$ x V s 3) 

o 

[0186] 

1*1)3) 

MCP-lc7) x. tf h — -7°^ y t? > ^ 

m^-fb'tt^ H-1CMCP-1)(±> #^^70MS«M^##^ «fc o Tftffl LT, J£3$ 

-e** 0 ^co*n:i^> 76-r ^ yW(±i^'J ^^MV^M^ «9 > 8.7kc^^ffi^®« 

^^r-T^o t >MCP-l(i, R*SD#279MC/CF^P>S1»A Lfco ^t;vMCP(i:29 

***MH * (75 mAbcD ^^ilffi 1* K ir<E> J: o £ -5- £ & t £ o 

[0187] 

^-ei/^:ft^^7^lt VHl-24c^^Mi:«^rait^& ^<7>i *,(7)24#|(iVk 
Il5?B3ifltSo 3f@^^#^^#j3)c?tt7t^9^{iVH6-lilf£T-^^fflL, -e<7^*> 
^)2Hf±VkB3£>ffiffli-£o 3-^<7)ffi<7)^ 7^ -ea-rtt— ttc^vfcHJ: oT^£ VH1- 
2, VH3-33& J: <^VH4-31£{£ffl U i *l £ <7>mAb<7) 2o {i Vk08^1f5^- £>f£ffl f & 0 1> 2, 3, 

^V^n-t ;vtfL# fi „ XenoMouseC^StSS )v ^ * is & L £ — ^is J: O^^fcfe 
V^-^ Kis X XfT ^ J W£M<omW£., VH£ X tA/k^fS^-fi, MCP-lt IS^LSife < *5fDf 

^ll#H3) 0 
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VH 


DH 


JH 


VK 


JK 


— U- f y 


1.1.1 


y2/ic 


VHl-24 


D3-3(17) 


JH4b 


VK-B3 


JKI 


(Conf.) 


L2.I 


y2/K 


VHl-24 


D3-3(17) 


JH4b 


VK-L5 


JKI 




1.3,1 


y2/ic 


VHl-24 


D3-3(15) 


JH4b 


VK-B3 


JKI 




L4.1 


y2/K 


VH6-1 


Dl-26 


JH4b 


VK-A2 


JH4 




1.5.1 


y2/»c 


VHl-24 


D3-3(17) 


JH4b 


VK-B3 


JKI 




1.6.1 


y2/k 


VHl-24 


01-26(18} 


JH3b 


VK-A10 


JK4 




L7,l 


y2/K 


VHl-24 


D3-3(17) 


JH4b 


YK-B3 


JKI 




1.8.1 


y2/K 


VHl-24 


D3-3<17) 


JH4b 


VK-B3 


JKI 


%$fk 


1.9.1 


y2/K 


VHl-24 


D5-12(13) 


JH4b 


VK-B3 


JKI 




1.10.1 


y2/K 


VHl-24 


D3-3(17) 


JH4B 


VK-B3 


JKI 




LllJ 


y2/*c 


VHl-24 


D3-3 


JH4b 


VK-B3 


JKI 




1.12,1 


y2/K 


VHl-24 


D3-3(16) 


JH4b 


VK-B3 


JKI 




1.13.! 


y2/K 


VH 1 -24 


D3-3(17) 


JH4b 


VK-B3 


JKI 




1.14.1 


y2/K 


VH6-1 


Dl-26 


JH6b 


VK-R3 


JKI 




1,18.1 


y2Ac 


VHl-24 


D3-3(15) 


JH4b 


VK-B3 


JK4 




23,1 


y4/K 
• 


VHl-24 


D3-3(16) 


JH4b 


VK-B3 


JK2 




3.2 


y2/K 


VHl-24 


D3-3(17) 


JH4b 


VK-L16 


JK4 




2.4,1 


y4/K 


VH1-2 


D6-13(15) 


JH4b 


VK-08 


JK5 




3.4.1 


y2/K 


VHl-24 


D3-3(16) 


JH4b 


VK-B3 


JKI 




3,5.1 


y4/K 


VHl-24 


D3-3(17) 


JH4b 


VK-B3 


JKI 




3.6.1 


y4/ic 


VHl-24 


D3-3(17) 


JH4b 


VK-B3 


JKI 




3.7.1 


y2/K 


VHl-24 


D3-3(16) 


JH4b 


VK-B3 


JKI 




3,8 


y4/>c 


VHl-24 


D3~3 


JH4B 


VK-B3 


JKI 




3.10.1 


y4/ic 


VHl-24 


D3-9(12) 


JH6b 


VK-A30 


JK3 




3.11,1 


y4/ic 


VH4-3 I 


D2-21(10) 


JH3b 


VK-08 


JK2 




3J4J 


y4/K 


VH6-1 


Dl-26 


JH6B 


VK-B3 


JKI 


¥-\r HL 


3.15J 


y4/#c 


VHl-24 




JH4b 


VK-B3 


JKI 




3.16,1 


y4/K 


VHl-24 


D3-3(17) 


JH4b 


VK-B3 


JKI 




4.5J 


y2/K 


VHl-24 


D3-3(16) 


JH4b 


VK-B3 


JKI 




4.6.1 


y2/K 


VHl-24 


D3-3 


JH3B 


VK-B3 


JKI 


ND 


4.7.1 


y2/tc 


VHl-24 


D3-3(16) 


JH4b 


VK-B3 


JKI 




4.8.1 


y2/K 


VHl-24 


D3-3 


JH4b 


VK-B3 


JKI 




4,9.1 


y2/K 


ND 


ND 


ND 


ND 


ND 




5.1 


y2/X 


VH3-33 


D6-6(15) 


JH6B 


VI -22 


JK2 


ND 


5.3.1 


j2/k 


VHl-24 


D5-12(13) 


JH4b 


VK-B3 


JKI 





10 



20 



ND = jffljg-tir-f 



[0189] 

<o BJ&feifi&AK b tf> if 0 35^|ijgt^fc®i:> L MCP-1£ , #Mtc CNR) $ tz 
fi«7nCR)^fFT^*3V^TSDS/PAGEC4~20^;V)iiH^-^fe o SDS/PAGEfi, ^ 

Laenmll K J: otffofco ^(HLfc ^ RJi, - b n -fejvn - 

sfcLfco itefeKr^^* < t WM, 5%Cw/v)teHIK^fL^^tfPBS^f$ffi Lt, 
n^^U ^tl^tl^*n:#:*ffl^TlBtK7 0 n^^MaL^ 0 ^MCP-m#;(± N HRP|± so 
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fM^n/'J >C1: 8, 000*3R; Sigma Catalog No.A-8667)£^J3 LTtffi L 
fco Sa^Wlfc^^Hfl&v^ aiafWfk^l&3fc*SCEaCg»BI©);Anersham. Bioscience) 

[0190] 

^#-MCP-lffi^# £ , 3o ^-fe CioT fr#r L tz : COffiR.33 «t ^ h - ^ 

CO » ^ ~ "f- JM CSELDI) ( * > /<? * JJ y ) ; C2)iM£i3 <fc tfif 

ffi^ tr h - y°com&&Mm^BMmn%;$3 «t crow^ tr > - ^spotx y ^ k r w 

o SELDIJi, -<-7°^ Ki3 J: 0** £lEffi£, M^ojgJ^^ < M5fei"4 * 

co, S¥l!3&$ *L3t^te"?*4o IfcRfc «fc ^#@Bffi^tl h - ^ii, SELDI^ 
y/tttrt-«toT, @gSt#tig^LfcKfM-<^®SH^o*^T^^ tf >^Lfc 0 SELDI \z 
X&B&x- tf h ~ -7°c7)^ y }£ y ^{i, 3^ r- ? y-etfo £ 0 fttlx t y :/-eti. MCP-l£# 

[0191] 

#C#;l.4.l, 1.8.1, 1.14.1, 1.18.1(3;, v*-* ? yy*u y y Kisv*TaMs<7>MCP-l33 «t 
tf^'ftMCP-lfc $ L < RJS L „ i tt <OfcL#£ s $llK^ e h - -f Z> i t ^ § ti o 

ZL*lt><OJ^V ^ --7 a (±SELDim; oTt y V>?Ltz 0 Zflt><D^WH$, MCP-l^JI * Jj 

£ i t J: oTff ofeo ^MbMCP-lfi, 5 >m(EMS<7)#;v^v»«i:\ 

y^>^U PBS, O.mriton-c^if-tfeo ^ ^MtMCP-lfftJI<DG1u-Cir>m, 05e#l# 
fcjg^S-grfco #N£^®fm±, ^^JCPBS, 0.15aween)T^»*L^o ^Glu-CIf Jt C 
•xfcf >-"7)£##fU >etL^c7)H«^So^SELDlH J:oTra5£L?feo ^12^, j* ^Mfc 
MCP-1^3 J: tFGIu-CSr^^H^HUTf^fiLfc, ^-*L^*L<©^^ K©flSlS:i 
0 MCP-l(i, 3ocr>if>t^^HM'fb? ttfco Mf^Jic^pI{i9.39/MvC¥^jfi»):8685.03/lVlw 
C^&y V h tf ^^®fi):8679.44-C3bofc 0 j5fe#ffe. ^1~ 39tMjJJi"* K*4635* 

[0192] 
[|12] 





ia?f|#^i4 


#MC 




-<^^ KE5H 


4458.2591 


1~39 


0 


Cys CM: 1 1, 12, 36 
4632.2755 


QPDAINAPVTCCYNFTNRKI 
SVQRLASYRRITSSKCPKE 


3041.4819 


51 — 76 


0 


Cys CM: 52 
3099.4873 


ICADPKQKWVQDSMDHLDKQ 
TQTPKT 


1218.7456 


40—50 


0 




AVIFKTIVAKE 



[0193] 

SELDI^&cfi, >-7 P *^^ tf ^mfcAttffflLfc. i<^>»#, PS2 

^ H^-^ U>f CCiphergen Biosystems) fc ft^^-^ Lfc ^ V/ 1 ?^ JJASr^ffl LTm 

Ab*«^L, ^^MCP-lt*^-f ^a'!- h L£o #^%@*^*Lfc^H, 
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* ift Wk&so&m m^u-rT-i? -emit l o Mcp-m# a. 7 . 2, 3. 11. 23s x a ; 3 .7 . 2) »± , 

^ jl7> 9 y -fu -y M:jv> TStc, ^ttinlJK fc * tT h - ~7iF3Lfa&Mmb 

4BTt614* s *4 ifcj&^S ft*,, #£#1.7.2* J: 0=3.7.2(4, PS20-f- y 

-ei4Lys-C, is J: ^#^)^It-efiAsp-N) 0 #*i#SfJWi, PBS+, 0. Triton, ^icPB&feJ: 
OTPLCyJc^^-C^^^iLTto it: > -y^SELDI^J: oTMfeU I^Iiti^T 
ffiLft, £ ft £><7}in/fcl. 7.2*3 J: 0*3.7.21*^1* *l*>, *l fc *&# Lfc, £|g3 

~53^^J5Si"&K*5712<7>»f>T-*^rLT* «3 C^13;a^±^pl:9.39/Ww(^®fi):3685. 
03/MwC^y T-f V h bT y ^®fi) :8679.44X tcOMCP-I^CO 3~ 53T 5 V > ^ 

[0194] 

[in] 

g|13 





se?fj#-^i49^ 


#MC 


-<zf^ FEW 


5720.0059 


3 — 53 


0 


DAINAPVTCCYNFTNRKISV 
QRLASYRRITSSKCPKEAVIFKTIVAKEICA 


1046.5476 


68—76 


0 


DKQTQTPKT 


1028.5523 


54—61 


0 


DPKQKWVQ 



[0195] 

U-r Ziftm-TZ c\ t K <fc oTMC Lfco ^^IJACCalbiochem, 539202)}*, P 

S20f - ^ y n i:j:oT@g?tfc 0 &&*&^SB# »i > x^-nr/, p hs. o-e 

E#Lfco ^#3.11.2(4^ y/^fAt^^-t^o ^^y°(i, PBS, ^cv^-e50nW(7)Hepes 
, pH7.5-Cj^^L7to MCP-l#Ljgf4, tfc#fc*&^3*fco #^^fetJI(i> O.Wweenfc PBS^ 
•&frLtzi><D, 5(M/l<7)Hepes, pH7.5, js <fc O'lOOrrM^^^tmT > ^ ~ y A -Ci5fei£1-& 
i t \" <t otiiLfco MCP-l^lo^f-y ymihfi, i>K7'nr-{t-ir\ Lys-C^H 

fco *S^»fM*t±, SELDI-e^-<75®*^So*^T^^f Lfco S * 1861. 8<& lo if 

ffifctffi&L, i865<^j|as:^ri-&MCP-i<75^2o~35^^aLfci5T5 y &?>E3nic^i4 

;S^Ji^pI:9.39/MwCTOH«):8685.03/MwC^y T>f V b k: fj fi) : 8679. 44X is J: 
U ? S£^ISVQRLASYRRITSSKC@S^#^-149(^jiS20~35)^\ * *> S*< Jg^ L Bftf LTN 

[0196] 

jE14 



M 


sa?ij#^i49 4 i 


#MC 




2155.0059 


1 — 19 


0 


QPDAINAPVTCCYNFTNRK 


1865.0715 


20—35 


0 


ISVQRLASYRRITSSK 


1373.6154 


59—69 


0 


WVQDSMDHLDK 


775.3654 


50 — 56 


0 


EICADPK 


706.4134 


39 — 44 


0 


EAVIFK 


702.3781 


70 — 75 


0 


QTQTPK 


531.3500 


45 — 49 


0 


TIVAK 



[0197] 

MCP-l(DmmMmm^ 0 ±^ffi3fe14-e**^3£CR24, K35, K38, K49£ «£ OT13)(7) 2ig£ f* 
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, MCP-lt *<Dg&fc<Dm(DffiKftm KMi> MM. LTV^ nSm±fi i $> J£i i4J» Kyjk 3 
tl7t (HeniTierich'ftk, (1999)Biochemistry38, 13013— 13025) o i^-^tioT, 
£l& liJBF t=l*a i: A/ t'lf LTfet)f, 2o <?)M5f ft^S =K35i3 «t <^R24{4 , MCP-lco 

LTtS^^^f (Herrnierichftil, (1999)Biocherrn'stry38, 13013—13025) 

o Arg24\tfKP-l<Dm%: 2>&<Dffl , fcjtffc b MCP-2^4 3 ^# $ *l & ft&GOCQ^*^ 

£>K, 3o(7>MCP-l^^M#^f^Mb^:3oco^'I4^, R24, K35, *5 «fc 0»K38£Sf|Sfc 
tM^^^t^K «t ot^'IMH, ELISAIC «t oT^36 

*fnifL# t tf>*§^fc LT $ h K frffi L *:<, Arg24(4, 7?-> CR24A)£> J: ^ ;v * 
= >mCR24E)^^^ Lfco Lys35£s J: 0 ? K38fi > 75-> tt-f tlK35A, K38A)H^^ 

, ^JV^jfiL'J >/^^C*-^^^f;VMCP-lPCR3.m^"fH])^P,#gtL^RNA^. RT-PCR^ff 

tior, c*asa-c<^ 20 c7) r ^ y KSMt CteiI7ij3 «t ^76) t <o9aD6e>ffim&tfW hfrMk 

[0198] 

^&&MCP-l^^^|g#-C b^^^^i^ h L£293^M,^£><7)±?if LT 
, ELISAT y-b^f >Ht o^o ELISA:/^- Hi, ELISAy 0 1/ - h <r> 3 - x -f > ^Vt y y 7 - 
\Z \fx g/mU;i;« Lfc > St b MCP-l^r ^IgCsJ* y ^ n - ^ JVfct#CRfiD* * n ^-^-AF279NA 
Jfa-tr/J'U, 293fi^fflS^fp-e^^MMMCP-lfS^#:(7)§|m(i> 
3r^L h MCP-1CRSD* * n ^#-^BAF279), ^(aM/7f7t'y > HRP£ ffi V> /c^ffi «t 
o xmU L o ^^HMCP-1 h MCP-1*l#<75 (4 > HRP*±^ ^ifi; t: h IgG(Fc#H &9 , C 
altag*^n^#^-H10507)*ffl^T*tajLfco ELISAeD^te, K38^MrT J2> £ £ f4, ^ 
36^/L#:c^|±^f4^V^^^^#^^^o i t £^ LTV»4, ^*vfc t R24E33 «t 0 s R24A 
MCP-l^f&&M#*fiJiC<a*^tt, ^Cteit^ofc(|15#I) 0 L^L4**e>, K35A^ 
=br^efi<^SL#C1.6.1, 1.9.1, 3.6.1, 3.10.1)c7)|±^£|£# L*: 0 ^TO 

[0199] 
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tin 5] 



mAb 


^ fc° | ~f 


Glu-C 


Lys-C 


Asp-N 

mit 


^y^- k 


mm 


R24A/E 


K35A 


1.1.1 




ND 


ND 


ND 


ND 


ND 


paW£> K> 


PB.W "J 


1.2.1 




ND 


ND 


ND 


7_11 


21-25 


PfiWfc <0 


P1W* L 


1.3.1 




ND 


ND 


ND 


ND 


ND 


paWfc 9 


PS.W* L 


1,4,1 




1_39 


ND 


ND 


7_11 


21-25 


paWfc 9 


paw* l 


1.5.1 




ND 


ND 


ND 


7_11 


21-25 


paWfc 9 


PlW*b 


1.6.1 




ND 


ND 


ND 


ND 


ND 


paW& *) 


PaW£> <9 


1.7.1 




ND 


ND 


3-53/5712 


ND 


ND 


PlWfc K) 


paw* l 


1,8,1 


mvi 


1_39 


ND 


ND 


7_11 


21-25 


paWfc 5 


a**: b 


1.9.1 




ND 


ND 


ND 


ND 


ND 


pawfc 9 


paw$> "9 


1.10.1 


mvt 


ND 


ND 


ND 


7_11 


21-25 


paWfc "9 


paW* L- 


1.11.1 




ND 


ND 


ND 


ND 


ND 


pawfeo 


paw* b 


1.12.1 




ND 


ND 


ND 


ND 


ND 


pawfc *> 


PBW* b 


1.13.1 




ND 


ND 


ND 


7_11 


21-25 


paw& 0 


P£W* b 


1.14.1 


IS i£ 


1_39 


ND 


ND 


7J1 


21-25 


paws> 9 


PflW*b 


1.18.1 




1_39 


ND 


ND 


7_11 


21-25 


paws> r> 


PflW*b 


2.3.1 




ND 


ND 


ND 


ND 


ND 


PaWfe 1 ? 


paw* l 


3.2 




ND 


ND 


ND 


ND 


ND 


pawfe o 


paw* l 


2.4.1 




ND 


ND 


ND 


ND 


ND 


pawfc o 


paw*b 


3,4,1 




ND 


ND 


ND 


ND 


ND 


pawfe 9 


PI.W* b 


3.5.1 




ND 


ND 


ND 


ND 


ND 


pawfc *> 


paw*b 


3.6.1 




ND 


ND 


ND 


ND 


ND 


PlWfe <9 


pawfc>> 


3.7.1 




ND 


ND 


3-53/5712 


ND 


ND 


PaWfe <9 


paw* l 


3.8 




ND 


ND 


ND 


ND 


ND 


pawfc •? 


pawfe^ 


3.10.1 




ND 


ND 


ND 


ND 


ND 


paw& ^ 


pawfc 9 


3.11.1 




ND 


20-35 
(1864) 


ND 


ND 


ND 


pawfc *> 


PaW* b 


3.14.1 




ND 


ND 


ND 


ND 


ND 


paw& o 


paw* l 


3.15.1 




ND 


ND 


ND 


7_1 1 


21-25 


paw* 9 


paw ?ib 


3.16.1 




ND 


ND 


ND 


ND 


ND 


paw** *> 


paw* l 


4.5.1 




ND 


ND 


ND 


ND 


ND 


mm*> «? 


Raw* l 


4.6.1 


ND 


ND 


ND 


ND 


ND 


ND 


pawfc «? 


paw* b 


4.7.1 




ND 


ND 


ND 


ND 


ND 


paws? "9 


paw* b 


4.8.1 




ND 


ND 


ND 


ND 


ND 


paw*. 9 


paw* b 


5.1 


ND 


ND 


ND 


ND 


ND 


ND 


paws> 9 


paw* b 


5.3.1 




ND 


ND 


ND 


ND 


ND 


pawfc 9 


paw* b 



nd = aij^-tbf 



[ 0 2 0 0 ] 

0Tit*ttfflLT#ffli:^Lt o SPOTfi, fctfr-x-t 0 h ftfr^ffciS Ljfc7#5£"C 

KK, WiSL ifCM^og^T^^o #.X^i^-f K^7*f K7W fi> Sigma- 
Genosys (The Woodlands, Texas)^ t, X? b *<, — jI<79 32, 13S#^y^- MCP-lM£^iJ 
(OjSSl~76cofgffl-e^ b* 0 *L-FtL<^ffitJifc^s 7°^- iffcT)^-/^ Ki*©2-3^7 
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T^^LfcMCP-lt/L#^>^tl > -t/^^Ji, SVQRL(21~25)-?;&£ tl^JlJo MCP-1 

QPDMI^PVTCCYNI^f^SVQ^SYRRmSKCPKEAVIFmVAKEICADPKQK 
WVQDSMDH LDKQTQTPKTCMS 5"!J # 149 ) 
[ 0 2 0 1 ] 

ll^if 1— KllfcLfcSfil : 1-2.1, 1.4.1, 1.5.1, 1.8.1, 1.10.1, 1.13.1, 

1.14.1, 33 J;ua.l8. 1^, IWJbSPOT-^SJS Lfz 0 
[ 0 2 0 2 ] 

Biacore2000^^/^M * b K y * > f L^2ocoCM5^- y bT, fSSfp 

55*M ftlt £ * , *JV*tF7y K f ± 7^fS O £lt ffl Lt NHSx. * ^ jv £ ^ t 

T$^$-£, %*J(OM14Sf±, z-9 J ~)1>TZ >->(757^M<7)^|t^ i oTffitt^io 1/5 
0^^f(LfcmAb3.11.2(7)^.M?*^{i, 1jtM<7)^ ^g3^itt > 'J ^ A £ lOOmMcof^^ h 
•J ^ A^v#^L*:<b<7), pH5.5£^JBbT, 4"C 30^^ ^ ^*r 0 SHfc b fciiL#£10nM 

^S^m^- h T J * a, pH5.o^-eMLT, £t#:£#;v^b v vmMM^tffi&mttz 

0 250RUc^rriAb3.11.2c7)^ffi^j*£^ bT, MCP-lt MCP-4<7)$|^- $ tifc+BSftffl L 
, -^llORUc^gffi^^ bT, KJ^MCP-2is J: ^MCP-3tmAb3. 11.2(7) fflSfpffl Lfc 
0 0.1M7)^ > ij ^ A f} F7V Ftffi^Td K 7 7^^ jUtC"^ £ £ t K£ oT, 

rrAb^^^^S^-^Tto t/LE/t/L^^ffiSf^ffl (±, 300g^iJ|fllt7>->^y 7r 
- (IOttMcd HEPES, 150rr*/l<7) NaCl , 0 . 005%<7) ^ Mv£ WJ ; 200^ g/tri_60 BSA, pH7 . 4) K L £ 

[ 0 2 0 3 ] 

^ - *£^^v>fcl:lffiSftffl*^;WC:£S&l;:&^3*fc 0 ^/t#3.11.2c7)ffiSf^ffi(0 

[ 0 2 0 4 ] 
[116] 





k, (M' ] s 1 ^ 




ICn (DM) 


MCP-1 


3.0 X 10 s 


1.0X 10 3 


3.3 


MCP-2 


2.6 X 10 s 


1.2 X 10* 2 


46 


MCP-3 


1.5X 10 s 


7.4 X 10" 3 


49 


MCP-4 


1,5 X 10 s 


5.5 X 10' 4 


3,7 



[ 0 2 0 5 ] 

MCP-1K ft-fZ, mi* £ m ^ tz jflL^ff^ <D ¥ ffi 

Mat ri gel t b h bFGFClO^ g/mL), t h VEGF165(100ng/ml_)i3 J; £F10^ g/mLcT)^/^ 'J y t 
tz \± MCP-lC250ng/mL) J: 0? MCP-3(100ng/mL) £• ig^-f SitlCiot, ^ .X ^ 7* JWC £ 

^filJffi^^T&ltL^o MCP-133 X t/MCP-3c7)^t^tlc7>$:^-ffl^, 5|Ec7)^ ^7 ^ 

bTtio ^^>^> imitLT, MatrigeW^C^^H^* L)*^t^?z 0 Matnge1>t^ 
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in situ-ejg£@3-fr> 7H W¥fflM£5iiK Ltz 0 7aM^*^:, XKBWt&frlf , BM 

D31-PE^fe x v ^ F£r> Spot Camera t L M«c|t CS^Uft "7 -f JV ? )T -efS3& L 
7t 0 Metamorphv y > >? ^ T7°n ^9 A LT, ffi H£ x v * MBlfiL 

S<7)^^, Wi1cHtfeC2000)^ X o T&IfI £ itfc^ffiiC X o tig L£o 
[ 0 2 0 6 ] 

MCP-ljs J: ^MCP-3}^ 3 ^TV^jfilWff^H^VEGF^ X tWGFi; |WJ#<T> 

jflLWif^^^i-- t^m^tt^o sfcfc, *3^6 < t hjs^i^ti^mfili^ 

t\ MCP-lf /c{±MCP-3HJ: oTlt^S tL^jfllWff^ti. MCP-l^?t-r^*TL#:S /c(i^T(T)M 
CP~7 r 5 V-COJ coffin* rpffi-t& 3.11.2& ^(DtZfc'Xrm^-f & ^ t tiotfR) 

[ 0 2 0 7 ] 

mmmm- <£&mcp-i£j$: 

, MCP-l^^i I' S-Bt f *i t) ^) i^J H LTMItL^o lff^ vI6JMv# £ tzitm 

Vf£i?*U R&D Sciences^ ^^)TUIM<7)ELISA^^ fMLT, MCP-l^M^- & SOStt 
^LT#^f^4£f»L7t 0 ^17f±, MCP-l^fll^^^^i-S-ilco^EM, i= X. 
Zf ELISA^ J: o T SO 5E L 7t * CO * fl r fi <T> MCP-1 V ^ ;W £^ 1" 0 
[ 0 2 0 8 ] 
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[117-1] 

Mil 







jMCP-l (pg/mL) 


1 


MM 


C0LO2Q5 


<10 


2 


MM 


HCT-15 


60 


3 




HCT-1 16 


122 


4 




HT-29 


102 


5 




HT-3 


127 


6 




o W /v / 


^ i 


7 


443 7Tu JIM 


O VV 7fO 


l ^ 


8 


fl'Pl JJS?? /P-S /Jifi. 


rv IVI* J Z 


o 


9 


sj'p 7PQ /J3i. 














10 


i -I Jl.-M .' J_i-» 


NCI-N87 


37 


11 


if /Li-I U±» 


NCI-SNU-1 4 


o 


12 
















13 




SF-268 


94 


14 




or 0Q« 




15 




or cqi 




16 




CMDJ Q 

O 1 > L J ^ 1 Zf 




17 






>7^no 


18 








63 








61 






>2500 


21 






>2500 










25 




SR 


25 


26 




A £71 


>2501 


27 






287 


28 




t>p\>fi 070/; 
rvr Ivl J -oZ^ O 


528 


29 




J Ullvil La 


184 


3D 




THP-1 


1 13 


31 




rtu i Jo 


35 


32 




IV 


o 


33 






0 










34 


mnm 


MV522 


74 


35 
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